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(57) 1 H-lmidazopyridine derivatives represented by 
the following general formuia or salts thereof: 




wherein R'' represents hydrogen atom, hydroxyl group, 
an aikyl group, a cycioaii<yi group, styryl group, or an 
aryi group; R2 represents hydrogen atom, an all<yi 
group, a halogen atom, hydroxyl group, amino group, a 
cyclic amino group, or phenoxy group; ring A represents 
a homocyclic or heterocyclic ring which may be substi- 
tuted; represents a saturated nitrogen-containing 
heterocyclic group; and m represents an integer of from 
0 to 3. The derivatives have excellent inhibitory actions 
against production of TNF or IL-1 and are extremely 
useful as preventive or therapeutic agents for diseases 
in which a cytokine is mediated. 



(O 
O 



Q. 
LU 



Printed by Jouve, 75001 PARIS (FR) 
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Description 

Technical Field 

5 [0001] The present Invention relates to novel 1 H-imidazopyridine derivatives or salts thereof which have a potent 
inhibitory action against production of tunnor necrotizing factor (TNF) or interleukln-1 (IL-I) and are useful as medica- 
ments for preventive ortherapeutic treatment of diseases of humans and animals, in wfiich a cytokine such as TNF, 
IL-1 Is mediated, which Include chronic Inflammatory diseases (e.g., rheumatic arthritis, osteoarthritis, etc.), aiiergic 
rhinitis, atopic dermatitis, contact dermatitis, asthma, sepsis, septic shock, various autoimmune diseases [autoimmune 

10 hemic diseases (e.g., hemolytic anemia, anaplastic anemia, idiopathic thrombocythemia, etc.), autoimmune Intestinal 
diseases (e.g., ulcerative coiitis, Crohn's disease, etc.), autoimmune corneitis (e.g., keratoconjunctivitis sicca, spring 
catarrh, etc.), endocrine ophthalmopathy. Graves disease, sanDoid granuloma, multiple sclerosis, systemic erythema- 
todes, multiple chondritis, pachydermia, active chronic hepatitis, nnyasthenia gravis, psoriasis, interstitial pulmonary 
fibrosis and the like], diabetes, cancerous cachexia, HlV-infectlous cachexia and the like. 

15 

Background Art 

[0002] Some compounds having 1 H-lmldazoquinoline structure are known which are analogous to the compounds 
of the present Invention. Journal of Medicinal Chemistry, Vol. 11, p. 87 (1968) discloses 1-(2-piperidinoethyl)-1H-iml- 

20 dazo[4,5-c]-quinoline, Japanese Patent Unexamined Publication (KOKAI) No. Sho 60-123488/1985 discloses 1-iso- 
butyl-1H-imidazo[4,5-o]quinoline-4-amine (general name: Imlquimod) as a compound having an antiviral action, and 
Hungarian Patent Publication No. 34479 (Patent No. 190109) discloses 1-(2-diethylaminoethyl)-1H-imidazo[4,5-c]qul- 
noline as a compound having analgesic and anticonvulsant actions. However, 1 H-lmldazopyridine derivatives as those 
according to the present invention have never been known so far. 

25 [0003] IVIoreover, the aforementioned Imlquimod has been known to have an inducing action of a few kinds of cy- 
tokines such as Interferon (IFN), TNF, IL-1 and the like, which is described in Journal of interferon Research, Vol. 14, 
p. 81 (1994). However, 1 H-imidazopyridine derivatives or IH-imidazoqulnollne derivatives having an inhibitory action 
against production of TNF or IL-1 , which action is totally opposite to those taught by the aforementioned prior arts, 
have never been known so far. 

30 

Disclosure of the Invention 

[0004] An object of the present invention is to provide novel compounds which have excellent inhibitory actions 

against production of cytokines such as TNF and lL-1 and the like are useful as medicaments, 
35 [0005] The inventors of the present invention made intensive studies to achieve the object. As a result, they found 
novel 1 H-imidazopyridlne derivatives which have an excellent inhibitory action against production of TNF or IL-1 and 
achieved the present invention. 

[0006] The present invention thus relates to novel 1 H-imidazopyridine derivatives represented by the following gen- 
eral formula (I) or salts thereof: 

40 



45 




50 wherein R'' represents hydrogen atom, hydroxyl group, an alkyi group which may have one or more substltuents, a 
cycloalkyi group which may be substituted, a styryl group which may be substituted, or an aryl group which may have 
one or more substltuents; represents hydrogen atom, an alkyI group, a halogen atom, hydroxyl group, an amino 
group which may have one or two substltuents, a cyclic amino group which may be substituted, or a phenoxy group 
which may be substituted; ring A represents a homocyclic or heterocyclic ring which may be substituted with one or 

55 more alkyI groups, alkoxyl groups, or halogen atoms; represents a saturated nitrogen-containing heterocyclic group 
which may be substituted; and m represents an integer of from 0 to 3; provided that, when represents unsubstituted 
piperldino group, at least one of and R2 is not hydrogen atom 

[0007] According to the second embodiment of the present Invention, there are provided novel 1 H-lmldazopyrldlne 
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derivatives represented by tlie following general formula (II) or salts thereof: 




wherein R'', R^, ring A and m have the same meanings as those defined above; R''^ represents hydrogen atom, an alkyi 
group, benzyl group, triphenylmethyl group, an alkanoyi group which may be substituted, an alkoxycarbonyl group, 

'5 benzyloxycarbonyl group, athiocarbamoyi group which may be substituted, an alkanesulfonyl group, abenzenesulfonyl 
group which may be substituted, or amidino group; Y represents methylene group, oxygen atom, sulfur atom, nitrogen 
atom, a group represented by NH, or a single bond; and n represents an integer of from 0 to 2. 
[0008] According to the third embodiment of the present invention, there are provided, among the compounds rep- 
resented by the aforementioned general formulas (I) and (II), the compounds wherein ring A is a benzene ring or a 

20 thiophene ring, or the salts thereof. 

[0009] According to another aspect, there is provided a medicament which comprises as an active Ingredient the 
compound represented by the aforementioned general formula (I) or (II), or a pharmacologically acceptable salt thereof . 
The medicament is useful for preventive or therapeutic treatment of diseases of mammals including humans, in which 
a cytokine such as TNF, IL-1 Is mediated, which Include chronic Inflammatory diseases (e.g., rheumatic arthritis, os- 

25 teoarthrltis, etc.), allergic rhinitis, atopic dennatltis, contact dermatitis, asthma, sepsis, septic shock, various autoim- 
mune diseases [autoimmune hemic diseases (e.g., hemolytic anemia, anaplastic anemia, idiopathic thrombocythemia, 
etc.), autoimmune intestinal diseases (e.g., ulcerative colitis, Crohn's disease, etc.), autoimmune corneitis (e.g., kera- 
toconjunctivitis sicca, spring catarrh, etc.), endocrine ophthalmopathy. Graves disease, sarcoid granuloma, multiple 
sclerosis, systemic erythematodes, multiple chondritis, pachydermia, active chronic hepatitis, myasthenia gravis, pso- 

30 riasis, interstitial pulmonary fibrosis and the like], diabetes, cancerous cachexia, HlV-lnfectious cachexia and the like. 
[0010] According to a further aspect, Ihere are provided a use of the compound represented by the aforementioned 
general formula (I) or (II), or a pharmacologically acceptable salt thereof for the manufacture of the aforementioned 
medicament; and a method for the preventive or therapeutic treatment of diseases In which a cytokine such as TNF, 
IL-1 is mediated, which comprises the step of administering a preventively or therapeutically effective amount of the 

35 compound represented by the aforementioned general formula (I) or(ll), or a pharmacologically acceptable salt thereof 
to a mammal Including a human. In addition, the present invention provides an inhibitor against production of tumor 
necrotizing factor (TNF) or lnterleukin-1 (IL-1 ) which comprises as an active Ingredient the compound represented by 
the aforementioned general formula (I) or (II), or a pharmacologically acceptable salt thereof. 

40 Best Mode for Carrying Out the Invention 

[0011] Specific explanations of the compounds of the aforementioned general formulas (I) and (II) of the present 
invention will be given below. The compounds represented by the aforementioned general formula (I I) are characterized 

In that they have a specific saturated nitrogen-containing heterocyclic group which may have specific substituents as 
45 r3 among the compounds represented by the aforementioned general formula (I). However, the scope of the present 
invention Is not limited to the compounds represented by the aforementioned general fomiula (II), and It should be 
understood that any compounds having as R3 a saturated nitrogen-containing heterocyclic group which may be sub- 
stituted fall within the scope of the present invention. 

[0012] In the aforementioned general formulas (I) and (II), examples of the alkyI group represented by R'', or R'* 
50 include, for example, methyl group, ethyl group, n-propyl group, isopropyl group, n-butyl group, isobutyl group, sec- 
butyl group, tert-butyl group, n-pentyl group, Isopentyl group, neopentyl group, n-hexyl group and the like. 
[0013] Examples of the cycloalkyi group represented by R'' include, for example, cyclopropyl group, cyclobutyl group, 
cyclopentyl group, cyclohexyl group, cycloheptyl group and the like. Examples of the aryl group represented by R'' 
include, for example, phenyl group, 2-pyrldyl group, 3-pyrldyl group, 4-pyrldyl group, 3-pyridazinyl group, 4-pyridazinyl 
55 group, 2-pyrimidinyl group, 4-pyrimidinyl group, 5-pyrimidinyl group, pyrazinyl group, 2-furyl group, 3-furyl group, 
2-thienyl group, 3-thienyl group, 1-pyrrolyl group, 2-pyrrolyl group, 3-pyrrolyl group, 1-imidazolyl group, 2-lmldazolyl 
group, 4-lmldazolyl group, 1 -pyrazolyl group, 3-pyrazolyl group, 4-pyrazolyl group, 5-pyrazolyl group, 2-oxazolyl group, 
4-oxazolyl group, 3-isoxazolyl group, 4-isoxazolyl group, 5-isoxazolyl group, 2-thiazolyl group, 4-thiazolyl group, 5-thi- 
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azolyl group, 3-isothiazolyl group, 4-isothiazolyl group, 5-isothiazoiyl group, 1 ,2,3-triazol-1-yl group, 1 ,2,3-triazol-4-yl 
group, 1 ,2,3-triazol-5-yl group, 1 ,2,4-triazol-1-yl group, 1 ,2,4-triazol-3-yl group, 1 ,2,4-triazol-5-yl group, 1-tetrazolyl 
group, 5-tetrazolyl group, 1 ,2,5-thiacliazol-3-yl group, 1-indolyl group, 2-inclolyl group, 3-inclolyl group and the like. 
[0014] Examples of the halogen atom represented by R2 Include, for example, fluorine atom, chlorine atom, bromine 

5 atom, and iodine atom. Examples of the amino group which may have one or two substituents that is represented by 
R2 include, for example, amino group, methylamino group, ethylamlno group, n-propylamino group, isopropylamino 
group, cyclopropylamino group, cyclobutylamino group, cyclopentylamino group, cyclohexylamino group, dimethylaml- 
no group, diethylamino group, aniline group, pyrldylamino group, 4-pyrldylmethylamino group, benzylamino group, p- 
methoxybenzyiamino group, dibenzyiamino group and the ilke. Examples of the cyclic amino group represented by R2 

10 include, for example, 1 -aziridinyl group, 1 -azetidinyl group, 1 -pyrrolidinyl group, piperidino group, 1 -piperazinyl group, 
hexahydro-1H-azepin-1-yl group, hexahydro-1H-1 ,4-diazepln-1-yl group, morpholino group, 4-thiomorpholinyl group 
and the like. 

[0015] Examples of the homocyciic or heterocyclic ring represented by ring A in the aforementioned general formulas 
(1) and (II) include, for example, benzene ring, cyclopentene ring, cyclohexene ring, cycioheptene ring, cyciooctene 

'5 ring, cycloheptadiene ring, thiophene ring, furan ring, pyridine ring, pyrazine ring, pyrrole ring, thiazole ring, oxazole 
ring, azeplne ring and the like. Examples of the alkyi group which may be substituted on the homocyciic or heterocyclic 
ring include, for example, methyl group, ethyl group, n-propyl group, isopropyl group, n-butyi group, isobutyi group, 
sec-butyl group, tert-butyl group, n-pentyi group, isopentyl group, neopentyi group, n-hexyl group and the like. Exam- 
ples of the alkoxyl group which may be substituted on the said ring include, for example, methoxy group, ethoxy group, 

20 n-propoxy group, isopropoxy group, n-butoxy group, isobutoxy group, sec-butoxy group, tert-butoxy group, n-pentyloxy 
group, isopentyloxy group, neopentyloxy group, n-hexyloxy group and the ilke. Examples of the halogen atom which 
may be substituted on the said ring include, for example, fluorine atom, chlorine atom, bromine atom, and iodine atom. 
The number and kind of these substituents are not particularly limited, and when two or more substituents exist, they 
may be the same or different. 

25 [0016] In the aforementioned general formula (I), the saturated nitrogen-containing heterocyclic group represented 

by R3 means a saturated nitrogen-containing heterocyclic group which has one or more nitrogen atoms as ring-con- 
stituting atom(s), and which may further have one or more oxygen atoms or sulfur atoms as ring-constituting atoms. 
Examples include 1 -aziridinyl group, 2-aziridinyi group, 1 -azetidinyl group, 2-azetidinyi group, 3-azetidinyi group, 1 -pyr- 
rolidinyl group, 2-pyrroiidinyi group, 3-pyrrolidinyl group, pyrazolidinyl group, imidazoiidinyl group, piperidino group, 

30 2-piperidyi group, 3-piperidyl group, 4-piperidyl group, 1 -pipera/inyl group, 2-pipera/inyl group, hexahydro-1 H-azepin- 
1-yl group, hexahydro-1 H-azepin-2-yl group, hexahydro-1 H-a/epin-3-yl group, hexahydro-1 H-azepin-4-yl group, hex- 
ahydro-1H-1,4-diazepin-1-yl group, hexahydro-1H-1 ,4-diazepln-2-yl group, hexahydro-1 H-1 ,4-diazepin-5-yl group, 
hexahydro-1 H-1 ,4-diazepin-6-yl group, 2-morpholinyl group, 3-morpholinyl group, morpholino group, 2-thiomorpholinyl 
group, 3-thiomorpholinyl group, 4-thiomorpholinyl group, 3-isoxazolidinyl group, 3-isothiazolidinyl group, 1 ,2,3-triazo- 

35 lidin-4-yl group, 1 ,2,4-triazolidin-3-yl group, 1 ,2,5-thiadiazolin-3-yl group and the like, and preferred groups include, for 
example, 3-piperidyl group, 4-piperidyl group, 1 -piperazinyl group, 2-piperazlnyl group, 3-pyrrolidinyl group, 2-azetidinyl 
group, 3-azetidinyl group, 2-morphollnyl group, 2-thiomorphollnyl group and the like. 

[0017] In the aforementioned general formula (II), examples of the alkanoyi group which may be substituted that is 

represented by R'* include, for example, formyl group, acetyl group, propionyi group, n-butyryl group, isobutyryl group, 
40 valeryi group, isovaieryl group, pivaioyi group, fluoroacetyl group, difluoroacetyl group, trifluoroacetyl group, chloro- 
acetyl group, dichioroacetyl group, trichioroacetyl group and the like. Examples of the alkoxycarbonyi group represent- 
ed by R4 include, for example, methoxycarbonyl group, ethoxycarbonyl group, n-propoxycarbonyl group, isopropoxy- 
carbonyi group, n-butoxycarbonyl group, isobutoxycarbonyl group, sec-butoxycarbonyl group, tert-butoxycarbonyi 
group, n-pentyioxycarbonyl group, n-hexyioxycarbonyl group and the like. Examples of thethiocarbamoyi group which 
45 may be substituted that is represented by R"* include, for example, thiocarbamoyi group, methylthiocarbamoyi group, 
ethylthlocarbamoyi group, n-propylthlocarbamoyi group, Isopropylthiocarbamoyi group, n-butylthlocarbamoyi group, 
isobutyithiocarbamoyi group, sec-butylthiocarbamoyi group, tert-butylthiocarbamoyi group and the like. Examples of 
the aikanesuifonyi group represented by R* include, for example, methanesulfonyi group, ethanesuifonyi group, n- 
propanesulfonyi group, n-butanesuifonyl group and the like. 
50 [0018] In the present specification, with respect to the substituting/binding position of the terms "the aryl group", "the 
homocyciic or heterocyclic ring" and "saturated nitrogen-containing heterocyclic group", thetemis herein used encom- 
pass any groups in their meanings which may substitute/bind at any position on a substitutabie/bondable element 
among ring-constituting atoms, so long as the substituting/binding position is not particularly limited, as some examples 
are shown above. 

55 [0019] In the aforementioned general fomnulas (i) and (II) of the present invention, when certain functional groups 
are referred to as "which may be substituted" or "which may have substitutents," the substituent may be any group so 
long as it can substitute on the functional groups. The number and kind of the substituent are not particularly limited, 
and when two or more substituents exist, they may be the same or different. Examples include halogen atoms such 
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as fluorine atom, chlorine atom, and bromine atom; hydroxyl group; alky! groups such as methyl group, ethyl group, 
n-propyl group, isopropyl group, n-butyl group, isobutyl group, sec-butyl group, tert-butyl group, n-pentyl group, iso- 
pentyl group, neopentyl group, and n-hexyl group; trifluoromethyl group; aryl groups such as phenyl group, naphthyl 
group, and pyridyl group; alkoxyl groups such as methoxy group, ethoxy group, n-propoxy group, isopropoxy group, 

5 n-butoxy group, isobutoxy group, sec-butoxy group, and tert-butoxy group; aryloxy groups such as phenoxy group; 
amino groups which may be substituted such as amino group, methylamino group, ethylamino group, n-propylamino 
group, Isopropylamino group, cyclopropylamino group, cyclobutylamino group, cyclopentylamino group, cyclohexy- 
lamino group, dimethylamino group, diethylamino group, anilino group, pyrldylamino group, benzylamino group, diben- 
zylamino group, acetylamino group, trifluoroacetylamino group, tert-butoxycarbonylamino group, benzyloxycarbo- 

10 nylamino group, benzhydrylamino group, and triphenylmethylamino group; formyl group; alkanoyi groups such as acetyl 
group, propionyl group, n-butyryl group, isobutyryl group, valeryl group, isovaleryl group, pivaloyi group, fluoroacetyl 
group, difluoroacetyl group, trifluoroacetyl group, chloroacetyl group, dichloroacetyl group, and trichloroacetyl group; 
alkoxycarbonyl groups such as methoxycarbonyl group, ethoxycarbonyl group, n-propoxycarbonyl group, isopropox- 
ycarbonyl group, n-butoxycarbonyl group, isobutoxycarbonyl group, sec-butoxycarbonyl group, tert-butoxycarbonyl 

'5 group, n-pentyloxycarbonyl group, and n-hexyloxycarbonyl group; benzyloxycarbonyl group; carbamoyl group; alkyl- 
carbamoyl groups such as methylcarbamoyi group, ethylcarbamoyi group, n-propylcarbamoyi group, isopropylcar- 
bamoyl group, n-butylcarbamoyi group, isobutylcarbamoyi group, sec-butylcarbamoyi group, and tert-butylcarbamoyi 
group; thiocarbamoyi group; alkylthiocarbamoyi groups such asmethylthiocarbamoyi group, ethylthiocarbamoyi group, 
n-propylthiocarbamoyi group, isopropylthiocarbamoyi group, n-butylthiocarbamoyi group, isobutylthiocarbamoyi 

20 group, sec-butylthiocarbamoyi group, and tert-butylthiocarbamoyi group; amidino group; alkylthio groups such as meth- 
ylthio group; alkanesulflnyl groups such as methanesulflnyl group; alkanesulfonyl groups such as methanesulfonyl 
group, ethanesulfonyl group, n-propanesulfonyl group, and n-butanesulfonyl group; arylsulfonyl groups such as p- 
toluenesulfonyl group, p-methoxybenzenesulfonyl group, and p-fluorobenzenesulfonyl group; aralkyi groups such as 
benzyl group, naphthyl group, pyridylmethyl group, furfuryl group, and triphenylmethyl group; nitro group; cyano group; 

25 sulfamoyi group; oxo group; hydroxylmino group; alkoxylmino groups such as methoxyimino group, ethoxyimino group, 
n-propoxylmino group, and isopropoxyimino group; ethylenedloxy group and the like. 

[0020] The compounds represented by the aforementioned general formulas (I) and (II) of the present Invention can 
be converted Into salts, preferably, phannacologlcally acceptable salts. If desired; or free bases can be generated from 

the resulting salts. 

30 [0021] Examples of the salts, preferably, the pharmacologically acceptable salts, of the compounds represented by 
the aforemenlioned general formulas (I) and (II) of Ihe present invention include acid-addilion salts, for example, salts 
with mineral acids such as hydrochloric acid, hydrobromic acid, hydrolodic acid, nitric acid, sulfuric acid, and phosphoric 
acid; and salts with organic acids such as acetic acid, propionic acid, butyric acid, formic acid, valeric acid, maleic acid, 
fumaric acid, citric acid, oxalic acid, malic acid, succinic acid, lactic acid, methanesulfonic acid, ethanesulfonic acid, 

35 benzenesulfonic acid, p-toluenesulfonic acid, mandelic acid, 10-camphorsulfonic acid, tartaric acid, stearic acid, glu- 
conic acid, nicotinic acid, trifluoroacetic acid, and benzoic acid. 

[0022] Among the compounds represented by the aforementioned general formulas (I) and (II) of the present Inven- 
tion, optical Isomers may exist for compounds having asymmetric carbons. These optical active compounds and mix- 
tures thereof fall within the scope of the present invention 
40 [0023] The compounds represented by the aforementioned general formulas (I) and (II) or the salts thereof according 
to the present invention can exist as any crystalline form depending on manufacturing conditions, or exist as any 
hydrate or solvate. These crystalline forms, hydrates or solvates, and mixtures thereof fall within the scope of the 
present Invention. 

[0024] Preferred compounds of the present invention include, for example, the following compounds and salts there- 
45 of; however, the present invention Is not limited to these examples: 

(1) 4-chloro-1-[2-(4-piperidyl)ethyl]-1H-imidazo[4,5-c]quinoline; 

(2) 4,8-dichloro-1 -[2-(4-piperidyl)ethyl]-1 H-imidazo[4,5-c]quinoline; 

(3) 4-chloro-8-methyl-1 -[2-(4-piperidyl)ethyl]-1 H-imidazo[4,5-c]quinoline; 
50 (4) 4-chloro-8-methoxy-1 -[2-(4-piperldyl)ethyl]-1 H-imidazo[4,5-c]quinoline; 

(5) 4-chloro-2-phenyl-1 -[2 -(4-plperldyl)ethyl]-1 H-lmldazo[4,5-c]quinoline; 

(6) 4,8-dichloro-2-phenyl-1 -[2-(4-piperidyl)ethyl]-1 H-imidazo[4,5-c]quinoline; 

(7) 4-chloro-8-methyl-2-phenyl-1 -[2-(4-plperidyl)ethyl]-1 H-imidazo[4,5 -c]quinoline; 

(8) 4-chloro-8-methoxy-2-phenyl-1 -[2-(4-plperldyl)ethyl]-1 H-lmidazo[4,5-c]quinoline; 
55 (9) 4-chloro-1 -[2-(4-piperidyl)ethyl]-2-trlfluoromethyl-1 H-lmldazo[4,5-c]quinoline; 

(10) 4,8-dlchloro-1-[2-(4-piperidyl)ethyl]-2 -trlfluoromethyl-1H-imidazo[4,5-c]quinoline; 

(11) 4-chloro-8-methyl-1-[2-(4-piperidyl)ethyl]-2-trifluoromethyi-1 H-imidazo[4,5-c]quinoline; 

(12) 4-chloro-8-methoxy-1-[2-(4-piperidyl)ethyl]-2-trlfluoromethyl-1H-lmldazo[4,5-c]quinoline; 
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(13) 4-chloro-2-{4-methylphenyl)-1-[2-(4-piperidyl)ethyl]-1 H-imidazo[4,5-c]quinoline; 

(14) 4-chloro-2-(4-methoxyphenyl)-1-[2-(4-piperidyl)ethyl]-1H-imidazo[4,5-c]quinoline; 

(1 5) 4-chloro-2-(4-f luorQphenyl)-1 -[2-(4-piperidyl)ethyl]-1 H-imidazo[4,5-c]quinoline; 

(1 6) 4-chloro-1 [2 -(4-piperidyl)ethyl]-2-(4-trifluoromethylphenyl)-1 H-imidazo[4,5-c]quinoline; 

(1 7) 4-chloro-2-(2-furyl)-1 -[2-(4-piperidyl)ethyl]-1 H-imidazo[4,5-c]quinoline; 

(1 8) 4-chloro-1 -[2-(4-piperidyl)ethyl]-2-(2-thienyl)-1 H-imidazo[4,5-c]quinoline; 

(1 9) 4-chloro-2-(2-imidazolyl)-1 -[2-(4-piperidyl)ethyl]-1 H-imidazo[4,5-c]quinoline; 

(20) 4-chloro-1 -[2-(4-piperidyl)ethyl]-2-(2-thiazolyl)-1H-imidazo[4,5-c]quinoline; 

(21) 4-chloro-2-(5-methyl-2-thienyl)-1-[2-(4-piperidyl)ethyl]-1H-imidazo[4,5-c]quinoline; 

(22) 4-chloro-1 -[2-(4-piperidyl)ethyl]-2-(2-pyrrolyl)-1 H-imidazo[4,5-c]quinoline; 

(23) 4-methyl-2-phenyl-1 -[2 -(4-piperidyl)ethyl]-1 H-imidazo[4,5-c]quinoline; 

(24) 2-(4-fluorophenyl)-4-methyl-1 -[2-(4-piperidyl)ethyl]-1 H-imidazo[4,5-c]quinoline; 

(25) 4-methyl-1-[2-(4-piperidyl)ethyl]-2-(4-trifluoromethylphenyl)-1H-imidazo[4,5-c]quinoline; 

(26) 2-(2-furyl)-4-methyl-1 -[2-(4-pipendyl)ethyl]-1 H-imidazo[4,5-c]quinoline; 

(27) 4-methyl-1-[2-(4-piperidyl)ethyl]-2-(2-thienyl)-1H-imidazo[4,5-c]quinoline; 

(28) 2-(2-imidazolyl)-4-methyl-1 -[2-(4-piperidyl)ethyl]-1 H-imidazo[4,5-c]quinoline; 

(29) 4-methyl-1 -[2-(4-piperidyl)ethyl]-2-(2-thiazolyl)-1 H-imidazo[4,5-c]quinoline; 

(30) 4-methyl-2-(3-methyl-2-thienyl)-1 -[2-(4-piperidyl)ethyl]-1 H-imidazo[4:5-c]quinoline; 

(31) 4-methyl-2-(5-methyl-2-thienyl)-1-[2-(4-piperidyl)ethyl]-1H-imidazo[4,5-c]quinoline; 

(32) 4-methyl-1 -[2-(4-piperidyl)ethyl]-2-(2-pyrralyl)-1 H-imidazo[4,5-c]quinoline; 

(33) 4-methyl-2-(1 -methyl-2-pyrrolyl)-1 -[2-(4-piperidyl)ethyl]-1 H-imidazo[4,5-c]quinoline; 

(34) 4-chloro-6,7,8,9-tetrahydro-2-phenyl-1-[2-(4-piperidyl)ethyl]-1H-imidazo[4,5-c]quinoline; 

(35) 4-chloro-6,7-dihydro-2-phenyl-1-[2-(4-pip6ridyl)ethyl]-1 H-imidazo[5,4-d]cyclopenta[b]pyridine; 

(36) 4-chloro-2-phenyl-1 -[2-(4-piperidyl)ethyl]-1 H-imidazo[5,4-d]thieno-[3,2-b]pyridine; 

(37) 4-chloro-2-phenyl-1 -[2-(3-piperidyl)ethyl]-1 H-imidazo[4,5-c]quinoline; 

(38) 4-chloro-1 -[2-(2-morpholinyl)ethyl]-2-phenyl-1 H-imidazo[4,5-c]quinoline; 

(39) 4-chloro-2-phenyl-1 -[2-(1 -piperazinyl)ethyl]-1 H-imidazo[4,5-c]quinoline; 

(40) 4,67,8,9-pentachloro-2-ethoxyniethyl-1-[2-(4-thiomorpholinyl)ethyl]-1H-imidazo[4,5-c]quinoline; 

(41) 4-chloro-6,7,8,9-tetrahydro-2-hydroxymethyl-1-[2-(1-piperazinyl)ethyl]-1H-imidazo[5,4-d]cyclohepta[b]pyrid- 
ine; and 

(42) 4-chloro-2-(3-methyl-2-thienyl)-1 -[2-(4-piperidyl)ethyl]-1 H-imidazo[4,5-c]quinoline. 

[0025] The novel 1 H-imidazopyridine derivatives represented by the aforementioned generai fonnuia (I) or (II) ac- 
cording to the present invention can be prepared by various methods; however the preparation methods of the com- 
pounds of the present invention are not limited thereto. In the following preparation methods, specific explanations for 
the compounds represented by the aforementioned general formula (I) will be given, and it is obvious that these prep- 
aration methods Include the compounds represented by the aforementioned general formula (II). 
[0026] As the first synthetic method of the compounds of the present Invention, the following synthetic method can 
be used in accordance with the method disclosed in Japanese Patent Unexamined Publication (KOKAI) No. Hel 
3-206078/1991 or Tetrahedron, Vol. 51, p. 5813 (1995): 
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(IV) 
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wherein represents hydroxyl group or an alkyi group; RS represents chlorine atom or an alkyi group; R1' has the 
same meaning as that defined for (except for hydroxyi group); and R^, m and ring A have the same meanings as 
those defined above. 

[0027] in Step 1 , the compound of the general formula (IV) can be oblained by allowing the compound represented 
by the general formula (III) to react with a nitrating agent such as concentrated nitric acid and fuming nitric acid in the 
presence or absence of acetic acid, sulfuric acid or the like at a temperature ranging from CC to 200°C. 
[0028] In Step 2, the compound of the general formula (V) can be obtained by allowing the compound of the general 
formula (IV) to react with an appropriate chlorinating agent, for example, phosphorus oxychloride, thionyl chloride, 
phosgene, oxalyl chloride, phosphorus pentachioride or the like, in the presence or absence of a solvent such as 
toluene at a temperature ranging from CC to 200''C. 

[0029] In Step 3, the compound of the general formula (VII) can be obtained by reacting the amine represented by 

the general formula (VI) with the compound of the general formula (V) in a solvent such as N,N-dimethylformamide 
and toluene in the presence or absence of a base such as triethylamine and potassium carbonate at a temperature 
ranging from -1 O^C to the reflux temperature of a solvent, 

[0030] In Step 4, the compound of the general formula (Vlll) can be obtained by reducing the nitro group in the 
compound of the general formula (Vli) according to an appropriate reducing method, for example, catalytic reduction 
using a metal catalyst such as platinum, Raney nickel, and palladium/carbon; reduction using nickel chloride and so- 
dium borohydrlde; reduction using iron powder and hydrochloric acid and the like. 

[0031] The reduction can be carried out in a solvent such as water, methanol, ethanoi, and tetrahydrofuran, as well 

as a mixed solvent thereof, at a temperature ranging from O'C to the reflux temperature of the solvent. 

[0032] In Step 5, the compound of the general formula (IX) can be obtained by reacting the compound of the general 

formula (Viil) with a compound represented by the following general formula (Xi), (Xli) or (XIII): 



50 



R C(0R)3 



(XI) 



55 



R^'COX 



(XII) 
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(R^'C0)20 (XIII) 

wherein R represents a lower alky! group; X represents a halogen atom; R''' has the same meaning as that defined for 

R'' (except for hydroxyl group), 

in the presence or absence of a basic catalyst such as triethylamlne, or an acid catalyst such as hydrochloric acid and 
p-toluenesulfonic acid, in the presence or absence of a solvent such as N.N-dimethylformamide, tetrahydrofuran, ac- 

etonitrile, xylene and toluene, at a temperature ranging from 0°C to 200°C. 

[0033] In Step 6, as a method in place of Step 5, the compound of the general formula (IX) can be obtained by 
reacting the compound of the general fonnula (VIII) with a compound represented by the following general fonnula 

(XIV); 

R^'CHO (XIV) 

wherein R''' has the same meaning as that defined for R'' (except for hydroxyl group), in the presence of2,3-dichioro- 
5,6-dicyano-1 ,4-benzoquinone in a solvent such as acetonitriie, 1,4-dioxan6 and tetrahydrofuran at a temperature 
ranging from 0°C to the reflux temperature of the solvent. 

[0034] In Step 7, as a method in place of Step 5 or 6, the compound of the general formula (X) can be obtained by 
reacting the compound of the aforementioned general formula (VIII) with a compound represented by the following 
general fonnula (XV): 

R^'COOH (XV) 

wherein R^' has the same meaning as that defined for Ri (except for hydroxyl group), in the presence or absence of 
an acid catalyst such as hydrochloric acid and sulfuric acid, In the presence or absence of a solvent such as N,N- 
dimethylformamlde and toluene, at a temperature ranging from O'C to 200'C. Moreover, when R^ represents hydroxyl 
group in the general fonnula (X), the compound of the general fonnula (IX) can be obtained by carrying outchiorination 
in Step 8. 

[0035] Thechlorination iscarriedoutbyprotectlngthecompoundofthegeneralformula(X), If desired, atthenitrogen 
atom not bound to the (CH2)n, group, that is adjacent to the saturated nitrogen-containing heterocyclic group repre- 
sented by R3, with a protecting group such as alkanoyi groups in a conventional manner, then reacting with an appro- 
priate chlorinating agent, for example, phosphorus oxychloride, thionyl chloride, phosgene, oxaiyi chloride, phosphorus 
pentachloride or the like in the presence or absence of a solvent such as toluene at a temperature ranging from 0°C 
to 200'C, and further deprotecting in a conventional manner, if desired, to obtain the compound of the general fomiula 
(IX) wherein is chlorine atom. 

[0036] In the second synthetic method of the compounds of the present invention, the compound of the general 
formula (XVI): 




(XVI) 



wherein R^, R^, m and ring A have the same meanings as those defined above, 

can be obtained by allowing the compound of the general formula (VIII) to react together with triphosgene in the pres- 
ence of a base such as triethylamlne and potassium carbonate in a solvent such as 1 ,2-dichloroethane, 1 ,4-dioxane, 
tetrahydrofuran, N,N-dimethylformamide and toluene at a temperature ranging from O'C to the reflux temperature of 
a solvent. 

[0037] In the third synthetic method of the compounds of the present invention, the compound of the general formula 

(XVII): 
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5 




(XVH) 



10 

wherein Z represents an aromatic ring; the symbol "a" represents an integer of 1 or 2; and R^, RS, m and ring A iiave 
the same meanings as those defined above, can be obtained by carrying out suitable oxidation of the compound of 
the general formula (IX) which has an aryl group substituted with methylthio group as R''', after protecting, if desired, 
the nitrogen atom not bound to the (CH2)m group, that is adjacent to the saturated nitrogen-containing heterocyclic 
15 group represented by R^, with a protecting group such as alkanoyi groups in a conventional manner, and further de- 
protecting in a conventional manner, if desired. 

[0038] The oxidation can be earned out in various manners according to the desired product. More specifically, the 
preparation can be made, when the symbol "a" represents an integer of 1 , by reacting with an oxidizing agent, for 
example, chromic acid, hydrogen peroxide, m-chloroperbenzolc acid, sodium periodate, potassium periodate or the 
20 like, or when the symbol "a" represents an Integer of 2, with an oxidizing agent, for example, chromic acid, hydrogen 
peroxide, m-chloroperbenzolc acid, osmium tetraoxide, ruthenium tetraoxide or the like, in a solvent such astetrahy- 
drofuran, 1,4-dioxane, 1 ,2-dichloroethane, methanol, acetone, and water, as well as a mixed solvent thereof, at a 
temperature ranging from 0°C to the reflux temperature of a solvent. 

[0039] In the forth synthetic method of the compounds of the present invention, the compound of the general formula 
25 (I) wherein Is hydroxyl group can be obtained by allowing a compound of the general formula (I) wherein R^ is 

chlorine atom to react with water and an appropriate acid or base in a solvent at a temperature ranging from 0°C to 
the reflux temperature of a solvent. Examples of the appropriate acid include, for example, organic acids such as formic 
acid, acetic acid, and trifluoroacetic acid, and mineral acids such as hydrochloric acid, sulfuric acid, and hydrobromic 
acid. Examples of the appropriate base Include, for example, hydroxides, carbonates and hydrogencarbonates of alkali 
30 metal such as sodium and potassium and of alkaline-earth metal such as magnesium and calcium and the like. Ex- 
amples of the solvent include, for example, alcohols such as methanol, ethanol and n-propanol, N,N-dlmethylforma- 
mide, 1 ,4-dioxane, tetrahydrofuran and the like, and water-containing solvents thereof. 

[0040] In the fifth synthetic method of the compounds of the present Invention , the compound of the general fonnula 

(I) wherein R^ is fluorine atom, bromine atom or iodine atom and R'' is R''' can be obtained by allowing a compound 
35 which is obtained by reacting the compound of the general formula (I) wherein R^ is chlorine atom and R^ is R^' or 
wherein R^ is hydroxyl group and R^ is R''' with trifluoromethanesulfonic anhydride, methanesulfonyl chloride or p- 
toluenesulfonylchlorldetoreactwithametal hallde (e.g., potassium fluoride, sodiumfluorlde, lithium fluoride, potassium 
bromide, sodium bromide, potassium iodide, sodium iodide, etc.) In an aprotic solvent such as dimethylsulfoxide, N, 
N-dimethylformamide, and acetonitrile in the presence or absence of a phase-transfer catalyst such as tetraphenyl- 
40 phosphonium bromide, hexadecyltributylphosphonium bromide, and 18-crown-6 at a temperature ranging from O'Cto 
the reflux temperature of a solvent. 

[0041] In the sixth synthetic method of the compounds of the present invention, the compound of the general formula 
(I), wherein is a saturated nitrogen-containing heterocyclic group of which the nitrogen atom that is not bound to 
the adjacent (CH2)m group is deprotected, can be obtained by subjecting the compound of the general formula (I), 
45 wherein R^ is a saturated nitrogen-containing heterocyclic group having a protecting group such as alkanoyi groups, 
alkoxycarbonyl groups, benzyl group and trifluoromethyl group on the nitrogen atom which Is not bound to the adjacent 
(CHj),^ group, to deprotection with an acid or alkali, orto catalytic reduction with a metal catalyst, according to the type 
of the protecting group of the nitrogen atom. 

[0042] The deprotection by using an acid or alkali can be carried out with an appropriate acid or base in the presence 
50 or absence of a cation scavenger such as anisole and thioanisole in a solvent. Examples of the solvent used include, 
for example, ethyl acetate, methylene chloride, 1 ,2-dlchloroethane, 1,4-dloxane, methanol, ethanol, n-propanol, N,N- 
dimethylformamide, tetrahydrofuran, and water, as well as a mixed solvent thereof. Examples of the acid used include, 
for example, hydrochloric acid, an ethyl acetate solution of hydrogen chloride, an ethanolic solution of hydrogen chlo- 
ride, sulfuric acid, hydrobromic acid, trifluoroacetic acid, methanesulfonic acid, p-toluenesulfonic acid, formic acid, 
55 acetic acid and the like. Examples of the base include, for example, hydroxides, carbonates and hydrogencarbonates 
of alkali metal such as sodium and potassium, and of alkaline-earth metal such as magnesium and calcium and the 
like. The reaction can be carried out at a temperature ranging from 0°C to the reflux temperature of a solvent. 
[0043] The catalytic reduction can be carried out by using an appropriate metal catalyst such as platinum, palladium/ 
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carbon, Raney nickel, Pearlman's reagent in water, an alcohoi such as methanol, ethanol and n-propanol, and acetic 
acid, as well as a mixed solvent thereof in the presence or absence of an acid such as hydrochloric acid at a temperature 
ranging from room temperature to the reflux temperature of the solvent under a pressure ranging from normal pressure 
to 200 kg/cm2. 

5 [0044] In the seventh synthetic method of the compounds of the present invention, the compound of the general 
formula (I) wherein R2 is phenoxy group which may be substituted can be obtained by reacting the compound of the 
general formula (I) wherein Is chlorine atom with a phenol derivative which may be substituted in the presence of 
a base such as sodium hydroxide and potassium hydroxide In the presence or absence of a solvent such as N,N- 
dimethylformamlde and toluene at a temperature ranging from 0°C to 200''C. 

10 [0045] In the eighth synthetic method of the compounds of the present invention, the compound of the general formula 
(I) wherein R2 is amino group can be obtained by subjecting the compound of the general formula (I) wherein R2 is 
phenoxy group which may be substituted, that is obtained by the seventh synthetic method, to reaction together with 
ammonium acetate in the presence or absence of a solvent such as N,N-dlmethylfonnamlde and toluene at a temper- 
ature ranging from 0°C to 200°C. 

15 [0046] In the ninth synthetic method of the compounds of the present invention, the compound of the general formula 
(I) wherein is amino group which may have one or two substltuents or a cyclic amino group which may be substituted 
can be obtained by subjecting the compound of the general formula (I) wherein R2 is chlorine atom to reaction together 
with an amine derivative which may have one or two substituents or acyclic amine derivative which may be substituted 
in the presence or absence of a base such as triethylamine, potassium carbonate and sodium hydride in the presence 

20 or absence of a solvent such as water, alcohols Including methanol, ethanol and n-propanol, methylene chloride, 
1,2-dichlroethane, N,N-dlmethylformamide, 1,4-dioxane, tetrahydrofuran and toluene at a temperature ranging from 
0°C to 200°C under normal pressure or a pressurized condition. 

[0047] In the tenth synthetic method of the compounds of the present invention, the compound of the general formula 
(I) wherein R2 is amino group can be obtained by subjecting the compound of the general formula (I) wherein R2 is 
25 benzylamino group, dibenzylamino group, or p-methoxybenzylamino group, which is obtained in the ninth synthetic 
method, to catalytic reduction by using an appropriate metal catalyst, or by subjecting the compound of the general 
formula (I) wherein R2 is p-methoxybenzylamino group to deprotection using an acid. 

[0048] The catalytic reduction can be carried out with a metal catalyst such as palladium/carbon and Pearlman's 
reagent in a solvent such as alcohols Including methanol and ethanol, and water, as well as a mixed solvent thereof 

30 at a temperature ranging from room temperature to the reflux temperature of a solvent In the presence or absence of 
an acid such as hydrochloric acid, acetic acid and formic acid, ammonium formate, cyclohexene, and cyclohexadiene 
under a pressure ranging from normal pressure to 200 kg/cm^. The deprotection using an acid can be carried out with 
an acid such as hydrochloric acid, sulfuric acid, trifluoroacetic acid and trifluoromethanesulfonic acid In a solvent such 
as alcohols including methanol and ethanol, methylene chloride, 1 ,2-dichloroethane, 1,4-dioxane, tetrahydrofuran, 

35 toluene, and N,N-dimethylformamide in the presence or absence of a cation scavenger such as anisole and thioanisole 
at a temperature ranging from O'C to the reflux temperature of a solvent. 

[0049] In the eleventh synthetic method of the compounds of the present Invention, the compound of the general 
formula (I) wherein R'^ is a saturated nitrogen-containing heterocyclic group which Is substituted with oxo group can 

be obtained by reacting the compound of the general formula (I) wherein R^ is a saturated nitrogen-containing hete- 
40 rocyclic group which is substituted with ethylenedioxy group, with an acid such as hydrochloric acid, an ethyl acetate 
solution of hydrogen chloride, an ethanolic solution of hydrogen chloride, sulfuric acid, hydrobromic acid, trifluoroacetic 
acid, p-toluenesulfonic acid, fomiic acid and acetic acid in the presence or absence of a solvent such as ethyl acetate, 
methylene chloride, 1,4-dloxan6, tetrahydrofuran, methanol, ethanol, n-propanol and N,N-dimethylformamide, or a 
water-containing solvent thereof at a temperature ranging from 0°C to 200°C. 
45 [0050] In the twelfth synthetic method of the compounds of the present Invention, the compound of the general 
formula (I) wherein R^ Is a saturated nitrogen-containing heterocyclic group which Is substituted with hydroxylmino 
group or an alkoxyimino group can be obtained by reacting the compound of the general formula (1) wherein is a 
saturated nitrogen-containing heterocyclic group which Is substituted with oxo group, that is obtained by the eleventh 
synthetic method, with a compound represented by the following general fonnula (XVIII): 

50 

R^-O-NHg (XVIII) 
wherein R^ represents hydrogen atom or an alkyi group, 

in the presence or absence of a base such as triethylamine, diisopropylethylamlne, sodium carbonate, potassium 
carbonate, sodium hydrogencarbonate and sodium acetate in a solvent such as alcohols including methanol, ethanol 
and n-propanol, N,N-dlmethylformamlde, 1 ,4-dioxane, tetrahydrofuran, and toluene at a temperature ranging from O'C 
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to the reflux temperature of a solvent. 

[0051] In the thirteenth synthetic method of the compounds of the present invention, the compound of the general 
formula (I) wherein Is hydrogen atom can be obtained by subjecting the compound of the general formula (I) wherein 
R2 is chlorine atom to catalytic reduction using a metal catalyst such as platinum and palladium/carbon in the presence 
5 or absence of an acid such as hydrochloric acid and acetic acid in an alcohol solvent such as methanol and ethanol 
or a water-containing solvent thereof under normal pressure at a temperature ranging from room temperature to the 
reflux temperature of a solvent. 

[0052] In the fourteenth synthetic method of the compounds of the present invention, the compound of the general 
formula (I), wherein R3 Is a saturated nitrogen-containing heterocyclic group having an appropriate substltuent on the 

10 nitrogen atom which is not bound to the adjacent (CHj)^ group, can be obtained by reacting an appropriate reagent 
with the compound of the general formula (I) wherein R^ Is a saturated nitrogen-containing heterocyclic group not 
having a protecting group on the nitrogen atom which Is not bound to the adjacent (CHg),^ group. 
[0053] The reaction can be carried out in the presence or absence of a solvent such as N,N-dimethylformamide, 
methylene chloride, tetrahydrofuran, toluene, pyridine, nitrobenzene, 1 ,2-dichloroethane, 1 ,4-dioxane, methanol, eth- 

'5 anol, n-propanol and water, as well as a mixed solvent thereof, In the presence or absence of a base such as trlethyl- 
amine and potassium carbonate at a temperature ranging from 0°C to 200°C. 

[0054] Examples of the appropriate reagent Include, for example, alkyi halides,triphenylmethyl chloride, benzyl chlo- 
ride, benzhydryl chloride, a mixture of formic acid and formalin, acetyl chloride, acetic anhydride, trifluoroacetic anhy- 
dride, benzoyl chloride, benzyl chlorocarbonate, ethyl chlorocarbonate, di-tert-butyl dicarbonate, sodium cyanate, alkyI 
20 isocyanates, sodium thiocyanate, alkyI isothiocyanates, 1H-pyrHzole-1-carboxamidlne, methanesulfonyl chloride, p- 
toluenesulfonyl chloride, p-fluorobenzenesulfonyl chloride, urethanes, alkylurethanes, thiourethanes, alkylth- 
lourethanes and the like. 

[0055] In the fifteenth synthetic method of the compounds of the present invention, the compound of the general 
formula (I), wherein R^ is a saturated nitrogen-containing heterocyclic group substituted with an alkoxycarbonyl group 

25 or benzyloxycarbonyl group on the nitrogen atom which Is not bound to the adjacent (CH2)n, group, can be obtained 
by reacting the compound of the general formula (I) wherein is a saturated nitrogen-containing heterocyclic group 
substituted with an alkyi group or benzyl group on the nitrogen atom which Is not bound to the adjacent (CH2)m group 
with an alkyI chlorocarbonate or benzyl chlorocarbonate In the presence or absence of a solvent such as methylene 
chloride and toluene In the presence or absence of a base such as triethylamine and potassium carbonate at a tem- 

30 perature ranging from O'C to 200°C. 

[0056] Some of the compounds represented by Ihe general formulas (III) lo (Vlll) which are starling materials or 
synthetic intermediates in the preparations of the compounds of the present Invention are known compounds, which 
are disclosed In, for example, Journal of Medicinal Chemistry, Vol. 18, p. 726 (1975); Vol. 33, p. 1880 (1990); and Vol. 
40, p. 1779 (1997); International Patent Publication No. 97/20820; European Patent Publication No. 223124 (1987) 

35 and the like, and can be prepared according to the method described therein. The preparations of some novel com- 
pounds will be described in reference examples. 

[0057] The medicaments which comprise as an active Ingredlentthe novel 1 H-imidazopyrldlne derivative represented 
by the aforementioned general formula (I) or (II) or a salt thereof are generally administered as oral preparations In the 

forms of capsules, tablets, fine granules, granules, powders, syrups, dry syrups and the like, or as parenteral prepa- 
re rations in the forms of injections, suppositories, eye drops, eye ointments, eardrops, nasal drops, dermal preparations, 
inhalations and the like. These formulations can be manufactured according to conventional methods by addition of 
pharmacologically and pharmaceutlcally acceptable additives. For example, in the oral preparations and suppositories, 
pharmaceutical ingredients may be used such as excipients such as lactose, D-mannitol, corn starch, and crystalline 
cellulose; disintegrators such as carboxymethylcellulose and carboxymethylcellulose calcium; binders such as hydrox- 
ys ypropylcellulose, hydroxypropylmethylcellulose, and polyvinylpyrrolidone; lubricants such as magnesium stearate and 
talc; coating agents such as hydroxypropylmethylcellulose, sucrose, and titanium oxide; bases such as polyethylene 
glycol and hard fat and the like. In injections, or eye or ear drops and the like, pharrnaceutical ingredients may be used 
such as solubilizers or soiubiiizing aids which may constitute aqueous preparations or those dissolved upon use such 
as distilled water for injection, physiological saline, and propylene glycol; pH modifiers such as inorganic or organic 
50 acids or bases; isotonlcltles such as sodium chloride, glucose, and glycerin; stabilizers and the like; and In eye ointments 
and dermal preparations, pharmaceutical ingredients which are suitable for ointments, creams and patches such as 
white vaseline, macrogols, glycerin, and cotton cloth. 

[0058] A dose of the compounds of the present invention to a patient under therapeutic treatment is generally from 
about 0.1 to 1 ,000 mg In oral administration, and from about 0.01 to 500 mg in parenteral administration for an adult, 
55 which may depend on the symptoms of the patient. The aforementioned dose can be administered once a day or 
several times a day as divided portions. However, it Is desirable that the aforementioned dose may suitably be increased 
or decreased according to a purpose of a therapeutic or preventive treatment, part or type of a disease, and the age 
or symptoms of a patient. 
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Examples 

[0059] The present invention will be explained by referring to Reference Examples and Working Examples. However, 
the scope of the present Invention is not limited to these examples. 
5 [0060] The abbreviations in thetables have the following meanings: Ph, phenyl; Bn, benzyl; Boc, tert-butoxycarbonyl; 
Ac, acetyl; Ms, methanesulfonyl; Ts, p-toluenesulfonyl; Me, methyl; Et, ethyl; n-Bu, n-butyl. 

Reference example 1 

10 Ethyl N-trlphenylmethyl-4-plperldlnecarboxylate 

[0061] To a solution of 76.5 g of ethyl isonipecotate and 81 .5 ml of triethylamine In 750 ml of methylene chloride, 

149 g of triphenylmethyl chloride divided in three portions was added portionwise at room temperature, and the mixture 
was stirred for 16 hours. The reaction mixture was added with water and extracted with methylene chloride. The extract 
'5 was washed successively with water and saturated brine, and dried, and then the solvent was evaporated. The resulting 
brown liquid was added with diisopropyl ether, and the precipitated crystals were collected by filtration and washed 
with diisopropyl ether to give 1 84 g of pale yellow crystals. Recrystallization from ethanol gave colorless prisms having 
the melting point of from 147.5 to 148.5''C. 



20 


Elemental analysis for C27H2gN02 




Calculated % 


C, 81.17; 


H, 7.32; 


N,3.51 




Found % 


C, 81.19; 


H, 7.22; 


N, 3.44 



25 Reference example 2 



N-Triphenylmethyl-4-piperidinemethanol 

[0062] To a suspension of 10.6 g of lithium aluminium hydride in 300 ml of dried tetrahydrofuran, a solution of 112 g 
30 of ethyl N-triphenylmethyl-4-piperidine-carboxylate in 400 ml of dried tetrahydrofuran was added dropwise under ice- 
cooling, and the mixture was stirred at room temperature for 4 hours. The reaction mixture was added dropwise with 
a mixture of tetrahydrofuran and 10% aqueous sodium hydroxide solution under ice-cooling. An insoluble matter was 
filtered off and washed with tetrahydrofuran. The filtrates were combined and concentrated to give a colorless solid. 
The colorless solid was washed with methanol to give 84.2 g of colorless crystals. Recrystallization from methanol 
35 gave colorless crystals having the melting point of from 92 to 99.5°C. 





Elemental analysis for C25H27NO 




Calculated % 


C, 83.99; 


H, 7.61; 


N, 3.92 


40 


Found % 


C, 83.79; 


H, 7.74; 


N, 3.94 



[0063] In accordance with the method of Reference example 2, the compound of Reference example 3 was obtained. 
Reference example 3 

45 

N-Trlphenylmethyl-4-plperldlneethanol 
[0064] 

50 Appearance: colorless liquid 

NMR spectrum 5 (CDCyppm: 1 .26(1 H,brs), 1 .36(2H,brs), 1.45-1 .58(4H,m), 1.67(2H,d, J=12Hz), 3.05(2H,brs), 
3.74(2H,t,J=6Hz), 7.14(3H,t,J=7.5Hz), 7.24(6H,t,J=7.5Hz), 7.46(6H,brs) 
IR spectrum v (liq.)cm-'': 3416 
Mass spectrum m/z: 371 (M+) 

55 
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Reference example 4 

(N-Triphenylmethyl-4-piperidyl)methyl methanesulfonate 

5 [0065] To a solution of 84.0 g of N-triphenylmethyl-4-piperidinemethanol and 36.2 ml of triethylamlne in 420 ml of 
dried tetrahydrofuran, 1 8.3 ml of methanesulfonyl chloride was added dropwise under ice-cooling, and the mixture was 
stirred at room temperature for 5.5 hours. The reaction mixture was added with water and extracted with diethyl ether. 
The extract was washed successively with water and saturated brine, and dried, and then the solvent was evaporated. 
The resulting residue was added with a mixture of isopropanol and methanol, and the precipitated crystals were col- 

10 lected by filtration and washed with methanol to give 90.4 g of colorless crystals. Recrystallization from a mixture of 
methylene chloride and methanol gave colorless prisms having the melting point of from 129.5 to 134°C. 





Elemental analysis for C2eH2gN03S 


15 


Calculated % 


C, 71.69; 


H, 6.71; 


N, 3.22 


Found % 


C, 71.68; 


H, 6.47; 


N, 3.19 



[0066] In accordance with the method of Reference example 4, the compound of Reference example 5 was obtained. 
20 Reference example 5 

2-(N-Triphenylmethyl-4-piperldyl)ethyl methanesulfonate 
[0067] 

25 

Appearance: colorless crystals 
Recrystallization solvent: methanol - diethyl ether 
mp: 111.5-114'C 



Elemental analysis for C27H3.1NO3S 


Calculated % 
Found % 


C, 72.13; 
C, 72.03; 


H, 6.95; 
H, 7.12; 


N, 3.12 
N, 3.14 



Reference example 6 
4-Azldomethyl-N-trlphenylmethylplperldlne 

[0068] A suspension of 60.0 g of (N-triphenylmethyl-4-piperidy[)methyl methanesulfonate and 17.9 g of sodium azide 
in 300 ml of dried N,N-dimethyl-formamide was stirred at yO'C for 17 hours. After the reaction, an insoluble matter 
was filtered off and the filtrate was concentrated. The resulting residue was added with water and extracted with ethyl 
acetate. The extract was washed successively with water and saturated brine, and dried, and then the solvent was 
evaporated. The resulting solid was washed successively with ethanol and n-hexane to give 42.6 g of colorless crystals. 
Recrystallization from a mixture of methanol and diethyl ether gave colorless crystals having the melting point of from 
103.5 to 105.5''C. 





Elemental analysis for C25H2eN4 




Calculated % 


C, 78.50; 


H, 6.85; 


N, 14.65 


50 


Found % 


C, 78.45; 


H, 6.74; 


N, 14.82 



Reference example 7 



tert-Butyl 2-(2-azidoethyl)-1 -piperidinecarboxylate 

55 

[0069] To a solution of 46.7 g of tert-butyl 2-(2-hydroxyethyl)-1-piperidine-carboxylate and 31 .3 ml of triethylamine 
in 300 ml of dried tetrahydrofuran, 15.8 ml of methanesulfonyl chloride was added dropwise under ice-cooling, and the 
mixture was stirred at room temperature for 2 hours. The reaction mixture was added with water and extracted with 
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diethyl ether. The extract was washed successively with water and saturated brine, and dried, and then the solvent 
was evaporated. The resulting solid was washed with n-heptane to give 54.4 g of colorless crystals. And then, 22.9 g 
of sodium azide and 220 ml of N ,N-dlmethylformamlde were added to the resulting crystals, and the mixture was stirred 
at 70°C for 4 hours. After the reaction, an insoluble matterwas filtered off and the filtrate was concentrated. The resulting 
5 residue was added with water and extracted with ethyl acetate. The extract was washed successively with water and 
saturated brine, and dried, and then the solvent was evaporated to give 43.2 g of a yellow liquid. 

NMR spectrum 5 (DMS0-d6)ppm: 1. 20-1. 32(1 H,m),1.40(9H,s),1. 48-1. 58(5H,m), 1.60-1 .68(1 H,m),1 .88-1 .96(1 H, 
m),2.71 -2.78(1 H,m),3.28(2H,t,J=6.5Hz),3.80-3.86(1 H,m),4,1 9-4.25(1 H,m) 
10 IR spectrum v (llq.)cm-i: 2104,1692 

Reference example 8 

4-0x0-1 -piperldlneacetonitrlle 

15 

[0070] A suspension of 25.0 g of 4-plperidinone monohydrochloride monohydrate, 11 .5 ml of chloroacetonitrile and 
57.0 ml of dllsopropylethylamlne In 250 ml of tetrahydrofuran was refluxed for 1 0 hours. After the reaction, an insoluble 
matterwas filtered off. The filtrate was added with saturated aqueous sodium hydrogencarbonatesoiution and extracted 
with a mixture of ethyl acetate and methanol (10:1). The extract was dried, and the solvent was evaporated to give 
20 brown crystals. The crystals were washed with a mixture of ethyl acetate and n-heptane to give 15.7 g of pale brown 
crystals. 

NMR spectrum 5 (CDCIajppm: 2.53(4H,t,J=6Hz),2.91(4H,t,J=6Hz),3.66(2H,s) 
IR spectrum v (KBrjcm-i: 2232,1714 
25 Mass spectrum m/z: 138(M+) 

[0071 ] In accordance with the method of Reference example 8, the compound of Reference example 9 was obtained. 

Reference example 9 

30 

4-(tert-Butoxycarbonylamlno)-1-piperidineacetonltrile 
[0072] 

35 Appearance: coiorless needles 

Recrystaliization solvent: methanol 
mp: 147-148''C 



40 


Elemental analysis for 2^21 1^3*^2 




Calculated % 


C, 60.23; 


H, 8.84; 


N, 17.56 




Found % 


C, 60.08; 


H, 8.63; 


N, 17.55 



Reference example 1 0 

45 

N-Trlphenylmethyi-4-plperldineacetonltrile 



[0073] A suspension of 90.4 g of (N-triphenylmethyl-4-piperidyl)methyl methanesulfonate, 3.50 g of potassium iodide 
and 20.3 g of sodium cyanide in 400 ml of dried dimethylsu If oxide was stin-ed at QO'C for 5 hours. The reaction mixture 

was added with water and extracted with ethyl acetate. The extract was washed successively with water and saturated 
brine, and dried, and the solvent was evaporated to give a yellow liquid. The liquid was added with methanol, and the 
precipitated crystals were collected by filtration and washed with methanol to give 70.0 g of colorless crystals. Recrys- 
taliization from a mixture of methylene chloride and methanol gave colorless crystals having the melting point of from 
138 to 139''C. 

55 
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Elemental analysis for CasHaeNg 




Calculated % 


85.21; 


H, 7.15; 


N, 7.64 


5 


Found % 


C, 85.35; 


H, 7.26; 


N, 7.62 



[0074] In accordance with the method of Reference example 10, the compounds of Reference examples 11 through 
13 were obtained. 



10 





Reference 




Physical properties 




example 




(Recrystallization solvent) 


15 






colorless crystals (MeOH-EtjO) 






PhsCN > 


mp.l 58.5-1 60.5% 




11 


Elemental analysis for C27H28Nlz 


20 






Calcd. X: C. 85.22; H. 7.42; N. 7.36 
Found X: C. 85.21; H. 7.52; N. 7.34 








colorless prisms (iso-PrjO-n-Heptane) 


25 






mp.48-49t) 




12 




Elemental analysis for C,2H2oN202 
Calcd. X: C, 64.26; H. 8.99; N, 12.49 


30 






Found X: C, 64.01; H, 9.24; N. 12.35 








colorless crystals (iso-PrjO) 


35 


13 




mp.89-90'fe 

Elemental analysis for Ci^HigNjOj 
Calcd. X: C, 58.39; H, 8.02; N, 12.38 
Found X: C. 58.31; H, 8.01; N. 12.37 



40 



Reference example 14 
N-Triphenylmethyl-4-piperidlneacetic acid 

45 

[0075] A suspension of 21 .2 g of N-triphenylmethyl-4-plperldlneacetonitrile, 127 mi of 10% aqueous sodium hydrox- 
ide solution and 312 mi of ethanoi was refluxed for 74 hours. The reaction mixture was neutralized with 1 0 % hydro- 
chloric acid under ice-cooiing, and then adjusted to pH 4-5 with 10% aqueous citric acid solution. The precipitated 
crystals were collected by filtration, and washed successively with water and methanol to give 23.6 g of colorless 
50 crystals. Recrystallization from a mixture of methanol and ethyl acetate gave colorless needles having the melting point 
of from 197 to 209»C (decomposition). 



Elemental analysis for C26H27NO2 


Calculated % 
Found % 


C, 81.01; 
C, 80.86; 


H, 7.06; 
H, 7.17; 


N, 3.63 
N, 3.70 
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Reference example 15 

Ethyl N-triphenylmethyl-4-piperidineacetate 

5 [0076] A suspension of 23.6 g of N-triphenylmethyl-4-piperidineac6tic acid, 16.9 g of potassium carbonate and 5.0 
ml of ethyl bromide in 230 ml of dried N,N-dimethylformamide was stirred at QO^CforS hours. After cooling, the reaction 
mixture was added with water and ethyl acetate, and the precipitated crystals were collected by filtration and washed 
with water to give 20.6 g of colorless crystals. Recrystallization from a mixture of methanol and tetrahydrofuran gave 
colorless crystals having the melting point of from 1 65 to 1 66''C. 

10 



Elemental analysis for C2gH3^N02 


Calculated % 
Found % 


C, 81.32; 
C, 81.08; 


H, 7.56; 
H, 7.69; 


N, 3.39 
N, 3.43 



15 

Reference example 1 6 

4,4-Ethylenedloxy-1-plperldlneacetonltrlle 

20 [0077] A solution of 10.0 g of 4-oxo-1-piperidineacetonitrile, 22.6 g of ethylene glycol and 0.62 g of anhydrous p- 
toluenesulfonic acid In 1 00 ml of toluene was refluxed for 6 hours with Dean-stark dehydrating apparatus. After cooling, 
the reaction mixture was added with saturated aqueous sodium hydrogencarbonate solution and extracted with ethyl 

acetate. The extract was dried, and the solvent was evaporated to give a pale brown liquid. The resulting liquid was 
purified by alumina column chromatography using ethyl acetate - n-heptane (1:3) as an eluting solvent to give 12.8 g 
25 of a colorless liquid. 

NMR spectrum 5 (CDCyppm : 1 .78(4H,t,J=6Hz),2.69(4H,t,J=6Hz),3.52(2H,s),3.96(4 H,s) 
IB spectrum v (llq,)cm-'': 2230,1094 
Mass spectrum m/z; 1 82(M+) 

30 

Reference example 1 7 
4-Aminomethyl-N-trlphenylmethylplperidine 

35 [0078] To a suspension of 4.70 g of lithium aluminium hydride In 250 ml of dried tetrahydrofuran, a solution of 47.7 

g of 4-azidomethyl-N-triphenylmethylplperidine in 250 ml of dried tetrahydrofuran was added dropwise under ice-cool- 
ing, and the mixture was stirred at room temperature for 4 hours. The reaction mixture was added dropwise with a 
mixture of tetrahydrofuran and 10% aqueous sodium hydroxide solution under ice-cooling. An insoluble matter In the 
mixture was filtered off, and washed with tetrahydrofuran. The filtrate and the washings were combined and concen- 

40 trated to give 48.1 g of a colorless liquid. 

NMR spectrum 5 (CDCyppm: 1.14(1H,brs),1.36(2H,brs),1.48(2H,qd,J=5,2.5Hz),1.68 (2H,d,J=11 .5Hz),2.59(2H, 
d,J=6Hz),3.10(2H,brs),7.14(3H,t,J=7.5Hz),7.25(6H,t,J=7.5Hz),7.47(6H,brs) 

IR spectrum v (llq.)cm-'': 3056,3028 
45 High resolution mass spectrum: Analysis for C25H2aN2 

Calculated nVz: 356.2252 
Found m/z: 356.2250 

50 Reference example 1 8 

4-(2-Aminoethyl)-N-triphenylm6thylpiperidine 

[0079] To a suspension of 21 .7 g of lithium aluminium hydride in 300 ml of dried tetrahydrofuran, a solution of 28.1 
55 g of concentrated sulfuric acid in 100 ml of dried tetrahydrofuran was added dropwise under ice-cooling, and the mixture 
was stirred for 30 minutes. And then, a solution of 70.0 g of N-triphenylmethyl-4-plperldineacetonltrile In 300 ml of dried 

tetrahydrofuran was added dropwise to the mixture under Ice-cooling, and the mixture was stirred at room temperature 
for 6 hours. The reaction mixture was added dropwise with a mixture of tetrahydrofuran and 10% aqueous sodium 
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hydroxide solution under ice-cooling. An insoluble matter in the mixture was filtered off, and the filtrate was concen- 
trated. The resulting residue was added with water and extracted with ethyl acetate. The extract was washed with 
saturated brine, and dried, and the solvent was evaporated to give 71 .4 g of a colorless liquid. 

5 NMR spectrum 5 (CDCyppm: 1. 1 8(1 H,brs),1.35(2H,brs),1.40(2H,q,J=7.5Hz), 1.48(2 H,qd,J=11 .5,3Hz),1 .63(2H, 

d,J=11.5Hz),2.67(2H,t,J=7.5Hz),3.05(2H,brs),7.14(3H,t,J=7. 5Hz),7.24(6H,t,J=7.5Hz),7.47(6H,brs) 
IR spectrum v (liq.)cm-i: 3060,3032 
High resolution mass spectrum: Analysis for C2eH3QN2 

10 Calculated m/z: 370.2409 

Found m/z; 370.2400 

[0080] In accordance with the method of Reference example 1 8, the compound of Reference example 1 9 was ob- 
tained. 

15 

Reference example 1 9 

4-(3-Aminopropyl)-N-triphenylmethylpiperidine 
20 [0081] 

Appearance; colorless liquid 

NMR spectrum 8 (DMSO-dgjppm; 0.95-1 ,05(1 H,m),1 .19-1 .35(6H,m),1 .41 ( 2H^q,J=1 1 .5Hz),1 .62{2H,d,J=11 .5Hz), 
2.47(2H,t,J=6.5Hz),2.93(2H,d,J=11.5 Hz),7.15(3H,t,J=7.5Hz),7.28(6H,t,J=7.5Hz),7.38(6H,d,J=7.6Hz) 
25 IR spectrum v (liq.)cm-i; 2972,2920 

Reference example 20 

tert-Butyl 2-(2-amlnoethyl)-1 -piperldlnecarboxylate 

so 

[0082] A suspension of 43.0 g of lerl-bulyl 2-(2-a/idoethyl)-1 -piperidinecarboxylate and 2.15 g of 5% palladium on 
carbon in 21 5 ml of methanol was catalytically hydrogenated at room temperature for 9 hours. After the reaction, the 
catalyst was filtered off, and the filtrate was concentrated to give 37.2 g of a colorless liquid. NMR spectrum 8 (DMSO- 
ds)ppm; 1. 20-1, 30(1 H,m),1.38(9H,s),1, 45-1 .58(4H,m), 1.72-1 .82(1H,m),2.34-2.47(2H,m),2.65-2.76(1H,m),3.18(2H,t, 
35 J=6Hz),3.78-3.85(1H,m),4.13-4. 20(1 H,m) 
IR spectrum v (liq.)cm-''; 2976,2936,1692 

Reference example 21 

40 1 -(2-Aminoethyl)-4,4-ethylenedioxypiperidine 

[0083] A suspension of 1 2.7 g of 4,4-ethylenedioxy-1 -piperidlneacetonltrlle, 1 .3 ml of Raney nickel and 1 1 3 ml of 2% 
methanollc solution of ammonia was catalytically hydrogenated at room temperature under 50 atm for 20 hours. After 

the reaction, the catalyst was filtered off, and the filtrate was concentrated. The resulting pale green liquid was purified 
45 by alumina column chromatography [eluting solvent; ethyl acetate ->ethyl acetate - methanol (1 0; 1 )] to give 10.1 g of 
a colorless liquid. 

NMR spectrum 5 (DMS0-d6)ppm : 1 .5B(4H,t,J=6Hz),2.37(2H,t,J=6.5Hz),2.42(4H,t,J= 6Hz),2.57(2H,t,J=6.5Hz),3.84 

(4H,s) 

IR spectrum V (llq,)cm-'': 2956,2884,1094 
50 [0084] In accordance with the method of Reference example 21 , the compounds of Reference examples 22 through 
25 were obtained. 



55 
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Reference 

example 




Physical properties 


22 




coloriess liquid 

NMR spectrum 8 (DMS0-d,)ppin:1 .02-1 .1 2(1 H,iii},1 
.1 6-1 .50{14H.iii).1 .53-1 .60(1 H,m).1 .70-1.77(1 H.m)^. 
56(2H,t,J=7.5Hz).2.75-2.83(1H,m),3.e5-3.78(2H,m) 
IP spectrum yQiqJ cin~':2980,2936.1692 


23 




bluish green liquid 

NMR spectrum 8 (DMS0-dg)ppm:1 .40(9H,s).1 .55-2. 

O0(2H,m),2.50-2.65(1H.ni).2.75-2.90(1H,m}.2.9O-3.S 

0(4H,m),3.6O-3.90(3H,m) 

[R spectrum I^OiqO cm~':1700 


24 




daric green liquid 

NMR spectrum 8 (CDGl3)ppm:1 .1 5(2H,brs),1 .45(9H, 
s),1.85-2.00(2H,m),2.00-2.20(2H,m),2.30-2.50(2H,m) 
.2.60-2.95(4H,m),3.40-3.60(2H.m),4.46(1HJ>rs) 
IR spectrum v{\\<\^ cm~^:3332,1692 


25 


j — V 
Boc 


colorless liquid 

NMR spectrum 8 (DMSO-dt)ppm:l .39(9H,sXl .58-1 . 

66(1 H,m).1 .68-1 .90(5H.m).2.47(2H.t.J=7.5Hz).3.1 3-3 

.22(2H,m),3.68-3.76(1H.m) 

IR spectrum vOiq.) cm''.2972;J876,1696 

Specific rotation 

[crV" ■• -54.3° (c=0.1. DMSO) 



Reference example 26 
5,7-Dlchloro-6-nitrothi6no[3,2-b]pyridin6 

[0085] A mixture of 24.8 g of 4,5-clihyclro-7-hydroxy-6-nitrothieno[3,2-b]pyricline-5-one and 87 ml of phosphorus ox- 
ychloride was stirred at SCC for 24 hours. The reaction solution was concentrated and the residue was dissolved in 
a mixture of methylene chloride and methanol (10:1), and then the solution was poured into water. An insoluble matter 
was filtered off, and the organic solvent layer was separated. Furthermore, the aqueous layer was extracted with a 
mixture of methylene chloride and methanol (10:1). The combined organic solvent layer was dried, and the solvent 
was evaporated to give brown crystals. The resulting brown crystals were purified by silica gel column chromatography 
using ethyl acetate - n-hexane (1 :3) as an eluting solvent to give 1 0.6 g of pale brown crystals. Recrystallization from 
n-hexane gave pale brown crystals having the melting point of from 96 to 97°C. 

NMR spectrum 5 (CDCl3)ppm: 7.61(1H,d,J=5.5Hz),8.07(1H,d,J=5.5Hz) 

IR spectrum v (KBr)cm-V 1540,1368 

Mass spectrum m/z : 248,250,252(M+,9:6:1) 

[0086] In accordance with the method of Reference example 26, the compounds of Reference examples 27 through 
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32 were obtained. 



5 


Reference 
example 




Physical properties 
(RecrystalGzation solvent) 


10 


27 




CI 

XX 


pale brown crystals 

NMP ^nt^ntrttm ^ (f\nrtl \nnm-l ii7fil4 AA l-'Q 9 

5Hz},8.06(lH.d,J=9H2),8^4(1H.d,J=2^Hz) 


15 


28 




CI 

i)"^ x:i 


brown crystals 

NMR speetrum 8 (OMSO-da)ppm:2.S2(3H.s).7.7 
8(1 H,dd, J=9,2Hz).7.96(1 H.d, J=2Hz).8.05<1 H.d,^ 
9Hz) 


20 


29 




CI 

XX 

N XI 


pale brown crystals 

NMR spectrum 6 (CDCl3)pptn:4.01(3H,6),7.42(1 H 
.d.J=2.5Hz),7.55(1 H,dd,J=9,2.5Hz},7.99(1 H.d, J=9 
Hz) 


25 
30 


30 


0 


CI 

M XI 


yellow crystals (iso-PrOH) 
mp,182-t83°C 

Elemental analysis for CgHgdiNgOj 
Caled. X: C. 39^7; H. 1^4; N. 17^2 
Found «: C, 39.37; H. 1J)% N, 17.25 


35 


3t 


o6:' 


pale brown plates (n-Hexane) 
mp,64-64.5t 

Elemental analysis for CjHgCljNjO; 
Oalcd. %: 0, 43.75; H, 3.26; N. 11.34 
Found X: C. 43.77; H, 3.02; N, 11.44 


40 
45 


32 


ci5c 


pale yellow plates (n-Hexane) 
mp.94.5-95.5t 

Elemental analysis for CgHfCljNjOj 
Calcd. %: C, 41Ji3; H, 2JS9; N, 121)2 
Found X: C, 41.12; H, 2.64; N, 12.01 



Reference example 33 

50 

2-Chloro-3-nitro-4-[2-(N-triphenylmethyl-4-piperidyl)ethylamlno]quinoline 

[0087] To a solution of 22.6 g of 2,4-dichloro-3-nitroquinoline and 13.0 ml of triethylamine in 60 ml of N,N-dimethyl- 
formamide, a solution of 23.0 g of 4-(2-aminoethyl)-N-triphenylmethylpiperidine in 40 ml of N,N-dimethylformamide 
55 was added dropwise with stin-ing under ice-cooling. The mixture was stirred at room temperature for 1 hour. The reaction 
mixture was added with ethyl acetate and water. The precipitated crystals were collected by filtration, and washed 

successively with ethyl acetate and diethyl ether to give 26,9 g of yellow crystals. Recrystallization from a mixture of 
N.N-dimethylformamide and ethyl acetate gave yellow crystals having the melting point of from 223.5 to 231 °C [de- 
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composition). 



Elemental analysis for C35H33CIN4O2 


Calculated % 
Found % 


C, 72.84; 
C, 72.64; 


H, 5.76; 
H, 5.80; 


N, 9.71 
N, 9.82 



[0088] In accordance with the method of Reference example 33, the compounds of Reference examples 34 through 
60 were obtained. 
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Reference 

example 


B 




m 


Physii:al properties 

(Reorystallization solvent) 










yellow crystalsCCHgClj-lso-PrjO) 










mp,1 96.5-1 99.5*^; (decomposition) 


34 


Ci 


2 


Elemental analysis for CssHjjCtgNfOj 
CalcdJe.- C. 68.74; H, 5.27; N, 9.t6 
Found X:C. 68.47; H. 5.31: N. 9.18 










yellow crystals(MeOH-THF) 










mp^14.5-225% (decomposition) 


35 


H 


1 


Elemental analysis for C34H],CIN402 
Calcd.S: C, 72.52; H, 5.55; N. 9.95 
Found X:C, 72.54; H, 5.62; N, 9.82 










yellow crystals(MeOmso-PrjO) 










mp,1 76.5-1 SS'C (decomposition) 


36 


H 


3 


Elemental analysis for C3(HuCIN402 
Caiod.S: C, 73.14; H, 5.97; N. 9.48 
Found X: C, 73.33; H, 6.04; N, 9.36 










yellow crystals(MeOH} 






XX 




mp,1285-129J^ 


37 


H 


2 


Elemental analysis for C23HisOIN402 
Caicd.X: C, 65.01; H, 5.93; N. 13.19 
Found X: C, 64.96; H, 6.03; N. 13.27 










yellow crystals(AcOEt) 






XX 




mp, 1 99-202% (decomposition) 


38 


H 


0 


Elemental analysis for CigHjjCIN,©^ 
Caicd.X: G, 56.09; H. 5.70; N, 13.77 
FoundX: C, 56.04; H. 5.69; N, 13.77 
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Reference 
example 


B 


W 


Physical properties 
(Recrystallization solvent) 


39 


CI 


CH 


yellow cry$tals(MeOH) 
mp.l 89.5-1 90.5"t 

Elemental analysis for C2^H2gCl2N404 
Calcd.%: C, 53.74; H, 5.58; N. 11.94 
FoundX: 0, 53.61; H, 5.55; N, 11.67 


40 


Me 


CH 


yellowish orange crystals (MeOH) 
mp,185-186°C 

Elemental analysis for C22H29CIN4O4 
Calcd.5i: C. 58.86; H. 6.51; N, 12.48 
FoundX: C. 58.72; H. 6.60; N, 12.39 


41 


MeO 


CH 


yellowish orange crystals (MeOH) 
mp,183.5-184.5t 

Elemental analysis for C22H29CIN40g 
Caicd.X: G. 56.83; H, 629; N, 12.05 
FoundX: C. 56.90; H. 6.34; N, 12.05 


42 


H 


N 


yellow crystals(AcOEt-Et20) 
mp.1 57.5-1 61 

Elemental analysis for C2pH2sCINs04 
Calcd.X: C. 55.11; H, 6.01; N, 16.07 
FoundX: C. 55.18; H. G.1(h N. 15.86 
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Reference 
example 




R* 


Physical properties 
(Recrystallization solvent) 








yellow crystalsCAcOEt-iso-PrjO) 






BocN > 


mp,133-134t 


43 


CI 


Elemental analysis for C21H27CIN4O4 
Caled.X: C. 57.99; H. 6J!6; N. 12.88 
Founci%: 0, 57.99; H, 6.34; N, 12.85 








yellow crystals(EtOH} 






cx 


mp,138-138.5"C 


44 


Me 


Elemental analysis for C22H30N4O4 
Calcd.S: C. 63.75; H. 7.30; N. 13.52 
Found*: C. 63.70; H, 7.49; N. 13.44 








yellow needles CAcOEt-n-Heptane) 








mp.148.5-149TC 


45 


CI 


N ^ 
Boc 


Elemental analysis fer G2,H27CIN404 


• 




Caled.X: C. 57.99; H. 6.26; N. 12.88 
FoundV C, 58.04; H. 6.27; N. 12.87 








yellow crystalsOso-Pr20) 








mp.i2i-i22.5IC 


46 


CI 


BocN,,^^,^^ 


Elemental analysis for C21H27CIN4O4 






Caled.X: C. 57.99; H, 6.26; N, 12.88 
FoundX: C, 58.04; H, 6.32; N, 12.82 








yellow prisms (MeOH-iso-PrjO) 








mp,155-157°C 


47 


CI 


Elemental analysis for C20H25CIN5O4 






GalGd.X: C, 55.11; H, 6.01; N, 16.07 
FoundX: C. 54.92; H. 5.89; N. 16.00 
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Reference 






Physical properties 


example 


(Recrystailization solvent) 










yellow crystals (MeOH) 










mp.l76.5-1775t; 


48 


CI 






Elemental analysis for C2oH.qCIN409 








Calcd.%: C. 54.98; H, 5.77; N, 12.82 
Found%: C. 54.85; H, 5.76; N. 12.86 










yellow needles (AcOEtriso-PrjO) 


49 


CI 


BocHN 




mp.150-150.5*C 

Elemental analysis for G2,H23GINs04 
Calcd.X: C, 56.08; H, 6.27; N, 15.57 
FoundX: C. 55.92; H. 6.19; N. 15.59 










yellow crystals (AcOEO 


50 


Me 


BocHN 




mp.151-151.5ti 

Elemental analysis for C22H3iNs04 








Caled.X: C. 61.52: H. 727; N. 16.31 
FoundX: C, 61.33; H. 7.14; N. 16.29 










yellow fine needles (AcOEt-iso-PrjO) 










mp.119.5-123"t: 


51 


CI 


c 




Elemental analysis for Ci,H2iCIN404 - 
t/4H20 

Galcd.X: C. 54.41; H, 5.45; N. 14.10 
FoundX: C. 54.60; H, 5.45; N. 14.19 
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Reference 
example 




m 


Physical properties 
(Recrystallization solvent) 








yellow prisms (AeOEt-n-H^tane) 








mp.l21-t23'C 


52 




2 


Elemental analysis for C^gHigCINfOs 






Calcd.%; C, 54.78; H, 5.46; N, 15.97 
Found%: C, 54.70; H. 5.51; N. 15.93 








yellow crystals (MeOH) 








mp.123-124't 


53 


2 


Elemental analysis for G1SH17CIN4O3 






Calcd.X: C, 53.50; H, 5.09; N, 16.64 
Found%: C. 53.44; H. 4.94; N. 16.60 








yellowish brown crystals (MeOH) 




o 




mp.l63-164°C 


54 


3 


Elemental analysis for C,sH,gCIN403 






Calcd.X: C. 54.78; H. 5.46; N. 15.97 
Found%: C. 54.79; H. 5.36; N. 15.95 








yellowish brown crystals (MeOH) 








mp,145-146t 


55 




2 


Elemental analysis for C„HisOIN402 






Calcd.%: C, 57.40; H, 5.72; N. 16.73 
Found»: 0, 57.23; H, 5.75; N. 16.74 








yellow crystals (iso-PrjO) 








mp,102.5-103't; 


56 


2 


Elemental analysis for C1SH17CIN4Q2 






CalGd.%: C, 56.16; H. 5.34; N, 17.47 
Found%: C. 56.14; H. 5.37; N. 17.41 
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Reference 
example 




Physical properties 
(Recrystallization solvent) 


57 


HOC 1 


Nil 


yellow prisms (iso-Pr20-n-Heptane} 
mp,96-98tJ 

Elemental analysis for C2gH2$GiN404 
Calcd.X: C. 57.07; H, 5.99; N. 13.31 
FoundX: C, 57.04; H, 5.92; N. 13.26 

Specific rotation 

[Cf]o»»:-97.3* (c=0.1.DMSO) 


58 




ot 


H 


pale yellow crystals (MeOH) 
mp.135-135.5tJ 

Elemental analysis for C2,H3,CjN404 
GalccLX: C. 57.46; H. 7.12; N. 12.76 
Found%: C, 57.33; H, 7.15; N, 12.74 


59 






red liquid 

NMR spectrum 8 (DMSO-dg)ppm:0.98(2H,q,J 
=1 2.5H2).1 .20-1 .30(1 H,m),1 .41 (9H.s).1 .59<2H. 
d.J=12.5Hlz);Z.04(2H^uin,J=8Hz},2.60-2.72(4 
H.m),2.79(2H.t.J=8Hz).2.93(2H,t.J=8Hz),3.21(2 
H.q. J=6.5Hz),3.89(2H.d.J=1 2JSHz).6.52(1 H.t.J 
=6.5Hz) 

IR spectrum I'Oiq-) cm~':1688,1526,1366 


60 






orange crystals Gso-PrOH) 
mp.l48.5-150°C 

Elemental analysis for C,aH2sCiN404S 
Calcd.%: C. 51.75; H. 5.71; N, 12.71 
FoundX: G. 51.64: H. 5.80; N. 12.69 



Reference example 61 

3-Amino-2-chloro-4-[2-(N-triphenylmethyl-4-piperidyl)ethylamino]quinoline 

[0089] To a solution of 6.56g of nickel chloride hexafiydrate and 22.3 ml of methanol in 100 ml of tetrahydrofuran, 
2.09 g of sodium borohydrlde was added portionwise under ice-cooling, and then a suspension of 31 .9 g of 2-chloro- 
3-nitro-4-[2-(N-triphenylmethyl-4-piperidyl)ethylamino]quinoline in 300 ml of tetrahydrofuran was added to the mixture. 
Successively, 8.35 g of sodium borohydrlde divided in four portions was added portionwise, and the mixture was stirred 
at room temperature for 1 hour. The reaction mixture was added with 50 ml of water and an insoluble matter was filtered 
off, and then the extract was concentrated. The residue was added with water and extracted with ethyl acetate. The 
extract was washed successively with water and saturated brine, and dried, and then the solvent was evaporated. The 
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resulting pale green liquid was solidified with a mixture of ethyl acetate and diisopropyl ether, and the solid was washed 
successively with isopropanol and diisopropyl ether to give 20.1 g of pale green crystals. Recrystallization from iso- 
propanol gave pale green crystals having the melting point of from 116 to 121 °C. 



5 


Elemental analysis for C35H35CIN4 




Calculated % 


C, 76.83; 


H, 6.45; 


N, 10.24 




Found % 


C, 76.74; 


H, 6.54; 


N, 10.17 



10 [0090] In accordance with the method of Reference example 61 , the compounds of Reference examples 62 through 

88 were obtained. 



15 
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Reference 
example 


B 




m 


Physical properties 
(Recrystailization solvent) 










colorless crystals (EtOH) 










mp.l 97-1 98.5% 


62 


CI 


2 


Elemental analysis for C3SHI34CI2N4 
CalcdJi: C, 72.28; H. 5.89; N, 9.63 
Found%: C, 72.45; H, 6.17; N, 9.34 










brown liquid 










NMR spectrum 5 (DMS0-d,)ppm:1 .45(3H.m).1 










.49(2H,q.J=l 1.5Hz},1 .72(2H,d,J=1 1 .5Hz}.3.18(2H.t,J 


63 


H 


1 


=7Hz).4.89(2H,s).5.09(1H.t.J=7H2),7.14(3H.t.J=75H 

2).7.27(6H.t.J=7.5Hz).7.35-7.45(8H.m).7.66{1H.d,J=8 

Hz).7.99(IH,dJ=8Hz) 

IR spectrum vQiqJ cm'^:335&,3056 










colorless crystals Cso-PrjO) 










mp.149-158t 


64 


H 


3 


Elemental analyse for CsiHsjCINf 
Calcd.X: C, 77.05; H. 6.65; N, 9.S8 
FoundX: C. 76.93; H. 6.81; N. 9.97 










brown liquid 










NMR spectrum 8 (CDCl3)ppm:1.20-1 .50(3H.m),1.60( 










2H.q. J=7.5Hz),1 .66(2H,d, J=1 1 Hz),1 .94(2H,t, J=1 1 Hz). 










2.88(2H,d,J=11Hz),3J27<;2H,q,J=7.5Hz),3.49(2H,s).3.7 


65 


H 


2 


9(1H,t,J=7.5H2),4J)6C2H,brs).7.20-7.35(5H,m),7.45(1 
H,td,J=8,1.5Hz),7.49(1H,td.J=8.1.5Hz).7.74(1H.dd.J= 
8,1 .5Hz),7.89(l H.dd, J=8,1 .5Hz) 
IR spectrum Z/(liq.) cm'':3360 
Mass spectrum m/z:394,396(M''.3:1) 
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Reference 
example 


B 


W 


m 


Physical properties 
(Recrystallization solvent) 


66 


H 


CH 


0 


coioriess crystals (AcOEt-iso-Pr^O) 
mp,167-167.5t; 

Elemental analysis for Gi9H2sCIN402 
Calod.X: C, 60.55; H, 6.69; N. 14.87 
FoundX: G. 60.47; H. 6.83; N. 14.81 


67 


CI 


GH 


2 


cotorless crystals (iso-PrjO) 
mp,154-1555°C 

Elemental analysis for C2fH,gCl2N402 
Calcd.X: C, 57.40; H, 6.42; N. 12.75 
Found%: C, 57.31; H, 6.37; N, 12.69 


68 


Me 


CH 


2 


coioriess crystals (iso-PrjO) 

mp.iaa-izs-s'c 

Elemental analysis for C22HaiCIN402 
Calod.X: C. 63j07: H, 7.46; N, 13.37 
FoundX: C. 63.02; H. 7.56; N. 13.33 


69 


MeO 


CH 


2 


colorless crystals (iso-Pr^O) 
mp.l40.5-14lt 

Elemental analysis for Gg2H3|CIN403 
Calcd.X: C. 60.75; H, 7.18; N, 12.88 
FoundX: C. 60.61; H. 7.17; N. 12.81 


70 


H 


N 


2 


brown liquid 

NMR spectrum 6 (GDCI,)ppin:1.14(2H.qd.J=12,3Hz).1.40- 

1 .48(1 1 H,m). 1 .50-1 .70(5H,m);2.87(2H,t, J=1 2Hz),3.40(2H,t. 

J=7.5H2),4.07(3H,brs).7.39(1 H,dd,J=8.5.4.5Hz)^ .29(1 H,dd 

.J=8.5,2Hz),8.91 (1 H,dd.J=4.5^Hz) 

IR spectrum V (liq.) cm'':3344,2928,1694 

Mass spBctrum m/z:405,407(M^3:1) 
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Refsrence 
example 






Physical properties 
(Recrystalllzation solvent) 


71 


CI 




colorless crystals (AcOEt-iso-Pr20) 
mp.1 15.5-1 let 

Elemental analysis for C21H23CIN4O2 
GalcdJi: C. 62.29; H. 7.22; N. 13.84 
Found%: C, 61.99; H, 7.28; N. 13.73 


72 


Me 


Bocl^^^ 




colorless crystals Oso~PrzO) 

mp.1 32.5-1 34.5t: 

Elemental analysis for C22H32N402 
Calcd.X: C, 68.72; H, 8.39; N, 14.57 
FoundX: C, 68.65; H. 8.65; N. 14.48 


73 


CI 


a 

Boc 


colorless prisms 

Oso-Pr^O-n-Heptane) 

mp.lOa-llO'C 

Elemental analysis for CziHaCIHiOg 
Calcd.%: C. 62^9; 7.22; N. 13.84 
Found%: C. 62.18: H. 7.42: N. 13.81 


74 


CI 


BoclC^ 




colorless crystals (Iso-PtzO) 
mp,104-108*fe 

Elemental analysis for CjiHaCIN^Oz 
Calcd.X: C, 62.29; H, 7.22; N. 13.84 
FoundX: C, 62.11; H. 7.35; N. 13.79 


75 


CI 




colorless prisms (AG0EtHso-Pr20) 
mp,128-128.5t 

Elemental analysis for C2oH2«CIN502 
Calcd.X: C, 59.18; H, 6.95; N. 17.25 
FoundX: C, 59.16; H, 6.84; N, 17.15 
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Reference 
example 


R^ 


R^" 


Physical properties 

(Recrystallization solvent) 


76 


CI 




green liquid 

NMR spectrum 6 (CDCIjWin-.l .47(9H,s).1 .78( 
2H,q.J=6Hz),2.69(1 H,brs),2.99<1 H,brs).3.30-3. 
40(1 H,in).3.50-3.55(1 H,m).3.55-3.70(2H.m).3.7 
5-4.05(3H,ni).4^7(2HJir3).7.4(>-7.50(2H.m),7.8 
0(1 H.d,J=7.5H2).7.90(1 H,d.J=7.5Hz) 
IR spectrum If (liq.) cm~^:3356,1696 
Mass spectrum m/z:406,408(M^,3:1} 


77 


CI 




brown liquid 

NMR spectrum d (C0GI,)ppm:1 .40-1 .55(2H.m) 

,1 .46(9H,s),2.00-2.05(2H,mU.1 ^2.25(2H.m),2. 

45(2H,t,J=5.5Hz),2.8&-2.90(2H,m),3.3S(2H,t.J= 

5.SHz}.3.S3(1 H,brs).4.34(1 HJ>rs),4.49(1 HJbrs),7 

.40-7.50(2H.m).7.85-7.90(2H.m) 

IR spectrum vQiq.) em~^:3356,1694 

Mass spectrum m/z:419,421(M'^^:1) 


78 


Me 


BocHN^^-s. 


green liquid 

NMR spectrum 8 (CDCIi)ppm:1 .40-1 .60(2H.m) 
,1 .46(9H.s}.2jOO-2.1 0(2H^)Z1 0-2.25(2H.m);2. 
46(2H.tJ=5.5Hz),2.64(3H.s)2.85-2.90(2H,m),3 
.25(2H.t. J=5.5Hz},3.54(1 H^rs),4.1 3(2H,brs).4.4 
9(1HJ)rs),7.39(1H.t,J=8.5H2),7.44(1H.t,J=8.5H 
z).7.89(1 H.d,J=8.5HzX7.91 (1 H.d,J=a.5Hz) 
IR spectrum I' (liq.) cm~*:3352.1704 
Mass spectrum m/z:399(M*) 
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Reference 
example 




m 


Physica) properties 
(Recrystallization solvent) 


79 


Boc 


2 


colorless plates (AoOEtHso-Pr^O) 

Rip,IU4 lUO O 

Elemental analysis for C2oH27CIN402 
Calcd.X: C. 61.45; H, 6.96; N, 14.33 
Found%: C, 61 .4«; H, 6.81; N. 14.35 

Specific rotation 

LUJD ■ VO— U.I, UMoV/> 


80 


Q 




2 


colorless crystals (isff-Pr20) 
mp.96.5-99°C 

Elemental analysis for C]gH23CIN402 
Calcd.X: C. 59.58; H, 6.39; N. 15.44 
roundn: O, Da.oU, n, b.o/; N, la.oU 


81 






2 


colorless crystals (AcOEt} 
mp,126-128"C 

Elemental analysis ibr CiaHjtCINfO 
Calcd.%: C, 59.90; H, 6.60; N, 17.46 
FoundX: C. 59.71; H. 6^7; N, 17.32 


82 




2 


yellowish brown liquid 

NMR spectrum o lCUCl3^pm:Z.49(Zn,t,J-5Hz;,Z.30 
-2.60(4H,m),3.30-3.40(2H,m),3.75-3.85(4H,m),4.39(1 
H.brs),4.50(2H,brs).7.44(lH,td,J=8.5,1Hz),7.48(1H,td 
.J=8.5.1 Hz},7.89(1 H.dd.J=8.5.1 Hz},7.91 (1 H.dd.J=8.5. 
1Hz) 

IR spectrum vOlq.) cm~':3348 


83 




3 


yellowish brown liquid 

NMR spectrum 8 (COCI,)ppffl:1.S9(2H.quin,J=SHz)^ 

78(4H,t. J=4.5Hz),4.50(3HJ>rs),7.44(1 H,td.J=7.5,1 Hz) 
.7.47(1H.td,J=7.5.1Hz),7.83(1H,dd,J=7.5.1Hz).7.90(l 
H.dd,J=7.5,1Hz) 

IR spectrum I/(Iiq.) cm~':3344 
Mass spectrum m/z:320,322(M*, 3:1) 
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Reference 

example 




Physical properties 


84 




greenish brown liquid 

NMR spectrum d (GDCI^pin:1.45-1.60(2H.m),1 .60-1.70 
(4H.m)^.35-2.60(4H.m),2.39(2H.t.J=5Hz),3.37(2H.tJ=5H 
2),4.31 (1 Hirs).4.67{2H j)rs).7.44(1 H.td. J=7.1 H2).7.47(1 H. 
ld.J=7.1 Hz).7.87(l H.dd. J=7,l Hz).7.94(1 H.dd. J=7.1 Hz) 
IR spectrum vQiq^ cm~^:3432.3340 
Mass spectrum m/z:304,306(Mr.3:1) 


85 




dark brown liquid 

NMR spectrum 8 (CDCl3)ppm:1 .80-1 .90(4H^)^.57(2H.t, 

J=5.5Hz)^.60-2.70(4H.m}.3.40(2H.t.J=5.5Hz),4.27(3H.brs 

).7.43(lH,td.J=7.5^Hz).7.46(1H.td.J=7.5^Hz).7.87(1H,dd. 

J=7.5,2H2),7.93(1 H^d,J=7.5;ZHz) 

IR spectrum v{Y\t\) cm''':3436.3348 

Mass spectrum m/z-.290,2920iir,3:1) 
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10 



15 



20 



25 



30 



Reference 
example 



86 



87 



88 



BocN 




BocN 




BocN 




Physical properties 
(Recrystallization solvent) 



colorless crystals (iso-PrjO) 
mp.l30.5-131.5'C 

Elemental analysis for Cz,H33C(N40z 
Calcd.%: C. 61.67; H. 8.13; N, 13.70 
Found%: C. 61.52; H. 8.29; N, 13.65 



colorless crystals 

(CICHjCHzCHso-PrjO) 

mp,141.5-142.5'^ 

Elemental analysis for C2oH3,CIN402 
Calcd.«: C. 60.82; H. 7.91; N, 14.19 
FoundX: C, 60.63; H, 7.60; N, 14.03 



gray crystals (AcOEt) 
mp,168-169°C 

Elemental analysis for CtgH27CIN402S 
CalcdJX: C. 55.53; H. 6.62; N, 13.63 
FoundX: C. 55.54; H. 6.87; N, 13.63 



Example 1 

35 4-Chloro-1-[2-(N-triphenylmethyl-4-piperidyl)ethyl]-1H-imidazo[4,5-c]-quinoline 

[0091] A solution of 1 9.9 g of 3-amino-2-chloro-4-[2-(N-triphenylmethyl-4-piperidyl)-ethylamino]qulnoline, 24.1 ml of 
ethyl orthoformate and 0.68 g of p-toluenesulfonic acid monohydrate in 200 ml of toluene was refluxed for 6 hours. 

After cooling, the precipitated crystals were collected by filtration, and washed with diisopropyl ether to give 1 6,4 g of 
40 colorless crystals. Recrystallization from a mixture of methanol and tetrahydrofuran gave colorless crystals having the 
melting point of from 229 to 234. 5'C (decomposition). 





Elemental analysis for C36H33CIN4 


45 


Calculated % 


C, 77.61; 


H, 5.97; 


N, 10.06 


Found % 


C, 77.50; 


H, 5.98; 


N, 9.95 



Example 2 

50 4-Chloro-2-trifluoromethyl-1-[2-(N-triphenylmethyl-4-piperidyl)ethyl]-1H-imidazo[4,5-c]quinoline 

[0092] To a solution of 2.50 g of 3-amino-2-chloro-4-[2-(N-triphenylmethyl-4-piperidyl)ethylamino]quinoline and 0.76 
ml of triethylamine in 60 ml of dried tetrahydrofuran, a solution of 0.63 ml of trifluoroacetic anhydride in 40 ml of dried 
tetrahydrofuran was added dropwise under ice-cooling, and the mixture was stirred at room temperature for 2 hours. 
55 The solvent of the reaction mixture was evaporated, and the residue was added with water and saturated aqueous 
sodium hydrogencarbonate solution, and extracted with ethyl acetate. The extract was washed successively with water 
and saturated brine, and dried, and then the solvent was evaporated. A solution of 3.03 g of the resulting pale yellow 
solid and 0.30 g of p-toluenesulfonic acid monohydrate in ICQ ml of toluene was refluxed for 20 hours. After the reaction, 



34 



EP1 104 764 A1 



the solvent was evaporated, and the residue was added with methanoi and acetone. The precipitated crystals were 
collected by filtration to give 1 .79 g of colorless crystals. 

NMRspectrum 8 (DMS0-d6)ppm : 1 .35-1 .55(3H,m),1 .59(2H,q,J=11 Hz),1 .77(2H,d,J=11 Hz),1 .80-1 .90(2H,m),2.98(2H, 
brs),4.75(2H,t,J=8.5Hz),7.17(3H,tJ=8Hz),7.30(6H,tJ=8Hz),7.41(6H,brs),7.84(1H,td,J=7.5,2Hz),7.87(1H,td, 
5 J=7.5,2Hz),8. 1 6(1 H,dd,J=7.5,2Hz ),8.34(1 H ,dd,J=7.5,2Hz) 



Example 3 

tert-Butyl 4-[2-(4-methyl-2 -phenyl-1 H-imidazo[4,5-c]quinolin-1 -yl)ethyl]-1 -piperidlnecarboxylate 

10 

[0093] A solution of 0.65 g of tert-butyl 4-[2-[(3-amino-2-methylquinolin-4-yl)amino]-ethyl]-1-piperidinecartaoxylate, 
0.29 g of benzaldehyde and 0.08 g of 2,3-dichloro-5,6-dicyano-1 ,4-benzoquinone in 5 ml of tetrahydrofuran was stirred 
at room temperature for 3 days. The reaction mixture was added with saturated aqueous sodium hydrogencarbonate 
solution and extracted with ethyl acetate. The extract was washed successively with saturated aqueous sodium hy- 
15 drogencarbonate solution and saturated brine, and dried, and the solvent was evaporated to give a reddish brown 
liquid. The resulting liquid was purified by silica gei column chromatography using ethyl acetate - n-heptane (1 :1) as 
an eluting solvent, and washed with diisopropyl ether to give 0 55 gof acolorlesssolid. Recrystallizationfromdiisopropyl 
ether gave colorless crystals having the melting point of from 1 46 to 1 46.5''C. 



20 


Elemental analysis for C29H34N4O2 




Calculated % 


C, 74.01 ; 


H, 7.28; 


N, 11.91 




Found % 


C, 73.95; 


H, 7.54; 


N, 11.84 



25 [0094] In accordance with the methods of Examples 1 through 3, the compounds of Examples 4 through 72 were 
obtained. 



so 




35 



Example 


R1 


B 


m 


Physical properties (Recrystallization solvent) 


4 


H 


H 


1 


colorless crystals (MeOH) 
mp,232-239°C (decomposition) 
Elemental analysis for C35H31CIN4 
Calcd.%: C, 77.40; H, 5.75; N, 10.32 
Found%: C, 77.35; H, 5.79; N, 10.19 


5 


Ph 


H 


1 


pale yellow crystals (AcOEt) 
mp,165-16B°C (decomposition) 
Elemental analysis for C41H35CIN4 
Calcd.%: C, 79.53; H, 5.70; N, 9.05 
Found%: G, 79.29; H, 5.74; N, 9.05 


6 


H 


CI 


2 


colorless crystals (MeOH) 

mp,266-268°C (decomposition) 
Elemental analysis for C36H32CI2N4 
Calcd.%: C, 73.09; H, 5,45; N, 9.47 
Found%: C, 73.15; H, 5.54; N, 9.41 
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(continued) 



Example 


R1 


B 


m 


Physical properties (Recrystalllzatlon solvent) 


7 


Ph 


H 


2 


pale yellow crystals (CHgCig-EtOH) 
mp,246.5-249''C 

Elemental analysis for C42H37CIN4 
Calcd.%: C, 79.66; H, 5.89; N, 8.85 
Found%: C, 79.55; H, 6.12; N, 8.71 


8 


Ph 


H 


3 


colorless crystals (AcOEt) 
mp,227.5-231''C (decomposition) 
Elemental analysis for C43H39CIN4.-I/4H2O 
Calcd.%: C, 79.24; H, 6.11; N, 8.60 
Found%: C, 79.26; H, 6.09; N, 8.55 



15 



20 




25 


Example 


R1 


B 


RA 


m 


Physical properties (Recrystallization solvent) 




9 


H 


H 


Bn 


2 


colorless crystals (AcOEt) mp,1 24.5-1 25*0 Elemental analysis for 
C24H25CIN4 Caicd.%: C, 71.19; H, 6.22; N, 13.84 Found%: C, 71.22; H, 
5.97; N, 13.79 


SO 


10 


Ph 


H 


Boo 


0 


colorless crystals (AcOEt-MeOH) mp,250-265°C (decomposition) 
Elemental analysis forC25H27CIN402 Calcd.%: C, 67.45; H, 5.88; N, 12.1 0 

Found%: C, 67,42; H, 5.88; N, 12,02 


35 


11 


H 


H 


Boc 


2 


colorless crystals (AcOEt) mp,188-189°C Elemental analysis for 
C22H27CIN4O2 Calcd.%: C, 63.68; H, 6.56; N, 13.50 Found%: C, 63.45; 

H, 6.60: N, 13.40 




12 


Ph 


CI 


Boc 


2 


colorless crystals (AcOEt) mp,192-193"C Elemental analysis for 
C28H30CI2N4O2 Calcd.%: C, 64.00; H, 5.75; N, 10.66 Found%: C, 64.04; 
H, 5.59; N, 10.61 


40 


13 


Ph 


Me 


Boc 


2 


colorless crystals (AcOEt) mp,1 82.5-1 83. S'C Elemental analysis for 
C29H33CIN4O2 Calcd.%: C, 68.97; H, 6.59; N, 11 .09 Found%: C, 68.91 ; 
H, 6.41; N, 11.06 




55 
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Example 


B 




W 


Physical properties 
ORecrystailization solvent) 










coloriess crystals (AcOEt) 










tnp,188.5-189.5'C 


14 


MeO 


CH 


Elemental analysis for CjgHnCIN^O, 
CaIcd.X: C, 66.85; H, 6.38; N. 10.75 
FoundX: C. 68.70; H. 8.42; N. 10.70 










colorless crystals (MeOH) 










nnp,225.5-227.5°C(decomposttion) 


15 


H 


N 


Elemental analysis for C27HaoCIN502 
CaIcd.X: C. 65.91; H. 6.15; N. 14.23 
FoundS: C, 65.85; H. 6.21; N, 14.21 










colorless crystals(AcOEt-n-Heptane) 


16 


H 




CH 


mp,159-161tJ 

Elemental analysis for C2gH3]GIN402 
Calcd.%: C. 68.49; H. 6.36; N. 11.41 
FoundX: C. 68.36; H, 6.27; N, 11.37 










colorless crystals (AcOEt-iso-PrsO) 










nnp,154.5-156t; 


17 


H 


Boc 


CH 


Elemental analysis for CnH3tCIN40z 
Calcd.X: C. 68.49; H, 6^6; N, 11.41 
FoundX: C. 68.59: H. 6.15: N. 11.38 










colorless crystals CAeOEt) 










mp.166.5-167.5% 


18 


H 




CH 


Elemental analysis fisr CjsHjjCIN^Oj 
Cdcd.X: C. 68.49; H. 6.36; N. 11.41 
FoundX: 0, 68.50; H, 6.43; N, 11.32 
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Example 




R* 


Physical properties 
(ifecrystallization solvent) 


19 


CI 




colorless fine needles(AcOEt) 
mp.1 86.5-1 87.5t; 

Elemental analysis for C27H3oCINs02 
Calcd.X: C, 65.91; H. 6.15; N. 14.23 
FoundX: C. 65.97; H, 6.31; N. 14.18 


20 


CI 




colorless crystals (MeOH) 
mp.195.5-196.5t) 

Elemental analysis for C27H29CIN4O3 
CalcdJt: C. 65.78; H, 5.93; N. 11.36 
Found%: C, 65.73; H, 5.86; N, 11.38 


21 


01 




colorless crystals (AcOEt-iso-Pr20) 
mp.191.5-192lC 

Elemental analysis for C2gH32CIN502 
Calcd.X: C, 66.46; H, 6.37; N, 13.84 
FoundX: C, 66.42; H. 6.33; N. 13.69 


22 


Me 




colorless crystals (AoOEt-iso-PrjO) 
mp.1 64.5-1 65'C 

Elemental analysis for CzsHj^NsO; 
Oalcd.%: 0, 71.72; H. 7.26; N, 14.42 
FoundX: C. 71.40; H. 7.24; N. 14.28 
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Example 


R' 




m 


Physical properties 

(Recrystaliization solvent) 


23 


Ph 






2 


colorless crystals (AoOEt-tso-Pr20) 
mp,185-188t; 

Elemental analysis for CjgHjsCINfOj 
Calcd.X: C, 66.88; H, 5.61; N, 12.48 
Founds: C. 66.58; H, 5.63; N. 12.45 


24 


Ph 






2 


colorless crystals (iso-PrOH) 
mp.184-170t 

Elemental analysis for C23H23CIN40 
Calcd.X: C. 67.89; H, 5.70; N. 13.77 
Found%: C. 67.62; H. 5.71; N. 13.63 


25 


Ph 




2 


pale yellowish brown crystals (AcOEt) 

mp.182-183't; 

Bemantal analysis for 

CaHz^CINfO'lAHjO 
CaJcd.S: C. 66.48; H. 5.45; N, 14.10 
Found%: C. 66.26; H. 5.50; N. 14.03 


26 


H 




3 


pale brown crystals (AcOEt) 

mp,130.5-131.5"fe 

Elemental analysis for CnH,3CIN40 
Galcd.%: C, 61.72; H, 5.79; N. 16.94 
FoundK: C. 61.72; H. 5.76; N. 16.90 


27 


Ph 




3 


pale brown crystals (MeOH) 

mp.183.5-184.5*C 

Elemental analysis for G23H23CIM4O 
Ca!od.%: C. 67.89; H. 5.70; N. 13.77 
Found%: C. 67.91; H. 5.66; N. 13.80 
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Example 


R' 




m 


Physical properties 
(Recrystailization solvent} 


28 


H 




2 


pale brown crystals (iso-PrjO) 
mp,105-105.5\; 

Elemental analysis for C^7HigCIN4 
Calcd.%: C, 64.86; H, 8.08; N, 17.80 
FouniH: C, 64.83; H. 6.11; N, 17.72 


29 


Ph 




2 


pale brown crystals (MeOH) 
mp;Z26-227t: 

Elemental analysis for Cz2HnCiN4 
Calcd.X: C. 70.67; H. 5.93; N, 14.33 
Founds.- 0. 70.44; H, 5.96; N, 14J29 


30 


H 




2 


brown crystals 

NMR spectrum (CDGI,)ppm:1 .80-1 .90(4H.m 
),2.58-2.76(4H.m),3.1 4^3.22(2H.m).4.78-4.91 (2 
H.m),7.68(1 H.t,J=6.5Hz),7.72(l H.t.J=6 JHz).8.1 
3(1 H.s),8.22(2H,d.J=6.5Hz} 
Mass spectrum m/z:30O.3O2CMr,3:1} 


31 


Ph 




2 


pale browm crystals (MeOH) 
mp,191-192% 

Elemental analysis for C22H2iCIN4 
Galcd.«: 0. 70.11; H. 5.62; N. 14.87 
FoundX: C. 70.00; H. 5.65; N, 14.86 
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Example 




Physical properties 
(Recrystallization solvent) 


32 


( 


Boc 




Ph 
CI 


colorless amorphous solid 

NMR spectrum 6 (DMSO-dg)ppin:0.99(3H,brs),1 . 

32(3H,br5),1.68(2H.brs).2.13(IH,brs)^.49(9H,s),4 

.62-4.72(ZH.m),7.80-7.67(3H.m),7.74-7.82(4H.m) 

,8.1 3(1 H.dd. J=8.1 .5Hz),8.42{1 H,d. J=8Hz) 

IR spectrum J/ (KBr)cm"':1690 

Mass spectrum m/z:476,478(M*,3:1) 

Specific rotation 

[ay : -60.2° (c=0.1. DMSO) 


33 


Boc 


( 




colorless crystals (AcOEt) 
mp,21S-218°C (decomposition) 
Elemental analysis for CjgHjsCIN^Og 
Calcd-*: C, 67.93; H. 7.13; N. 11.32 
Found%: C. 67.70; H. 7.17; N. 11.23 


34 


BocI 


0 




Ph 

A:. 


colorless crystals (MeOH-iso-RrOH) 
mp.l85-188'C 

Elemental analysis for C27H33CIN4O2 
Calcd.X: C, 67.42; H, 6.91; N, 11.65 
FoundX: C. 67.31; H. 6.66; N, 11.57 


35 


0 


N 


Ph 


brown crystals (AcOEt) 
mp,199-Z00"C 

Elemental analysis for C2gH2sCIN402S 
Calcd.X: C, 62.83; H, 5.88; N, 11.27 
FoundX: C. 62.74; H. 5.83; N, 11.16 
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Example 


R' 


Physical properties 
(Recrystailization solvent) 


36 


Ma 


pale brown crystals (is&-PrOH) 
mp.202-203'te 

Elemental analysis for C23H29CIN«02 
Calcd.%: C, 64.40; H. 6.81; N, t3.06 
Found%: C, 64.39; H. 7.04; N. 12.95 


37 


n-Bu 


colorless crystals (AcOEt-iso-PrjO) 
mp.1 59.5-1 60.5"fe 

Elemental analysis for C2SH3SCIN4O2 
Calcd.%: C. 66.30; H, 7.49; N, 11.89 
Found%: C, 66.16; H. 7.53; N. 11.82 


38 


a 


colorless crystals (iso-^PrOH) 
mp,174-175''C 

Elemental analysis for C28H37CIN4O2 -1/41420 
Gaicd.%: C. 67.05; H, 7.54; N, 11.17 
FoundX: C. 67.08; H, 7.47; N. 10.92 


39 


Bn 


colorless crystals (AcOEt-iso-PraO) 
mp,ie5-166.5°C 

Elemental analysis for CzgHsjCIN^Oj 
Calcd.X: C, 68.97; H, 8.59; N, 11.09 
FoundX: C. 68.93; H. 6.72; N. 10.99 


40 




colorless crystals (AcOEt) 

mp,21 9-220.5°C (decomposition) 

Elemental analysis for C3dH33CIN402*1/4H20 
Calcd.»: C, 69.08; H, 6.47; N, 10.74 
Founds-. C. 69.25; H, 6.41; N. 10.69 
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Example 


R' 


Physical properties 
(Recrystallization solvent} 






colorless crystals (MeOH) 






mp,137-142'te 


41 




Elemental analysis for CjsHssCIN^Oj- I/2H2O 
Calcd.%: C, 67.76; H, 6.67; N, 10.90 
FoundX: C, 67.82; H. 6.49; N. 10.92 






colorless crystals (MeOH) 






mp.l 53.5-1 57t; 


42 




Elemental analysis for C29H33CIN4O3 
GalcdX: G, 66.85; H. 6.38; N. 10.75 
Found%: 0. 66.84; H, 6.54; N. 10.78 






colorless crystals (AcOEt) 






mp.160-161°C 


43 




Elemental analysis for CjgHjgCIFNfOj-l/SHjO 
Calcd.%: C. 65.78; H, 5.96; N. 10.96 
FoundX: C. 65.57; H, 5.67; N. 10.94 






colorless fine needles 






(AcGEt-r»~Heptane) 


44 




mp.iso-isat 




Elemental analysis for C2gH3oCIFN402 
Calcd.X: C, 66.07; H, 5.94; N, 11.01 
FoundX: C, 66.10; H. 5.71; N, 11.06 






colorless crystals (AcOEt-iso^PrjO) 






mp.126-129.5°C 


45 


XT' 


Elemental analysis for G2gH3oCIFN402 
Calcd.%: G, 66.07; H, 5.94; N, 11.01 
FoundX: C. 66.06; H. 5.76; N, 11.01 




43 
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Exanqile 




Physical properties 
(Recrystallization solvent) 




F 


colorless crystals Gso-PrOH) 






n(ip.199.5-2D0't 


46 


XX 


Elemental analysis for C2*H27CIF4N402 






Calcd.«: C, 59.74; H. 4.83; N. 9.95 




F 


FoundX: C, 59.61; H, 4.89; N, 9.90 




F 


colorless crystals (iso^PrOH) 






mp,216.5-217.5'C 


47 


XX 


Eiementai analysis for C2|H2bCIFsN402 




Calcd.X: G, 57.89; H, 4.51; N. 9.64 




F 


FoundX: C. 57.88; H, 4.56; N. 9.62 






colorless crystals CAcOEt) 






mp.1 99.5-200.5% 


48 


JO 


Elemental analysis for C27H3pCINs02 
Calcd.X: C. 65.91; H. 6.15; N. 14.23 
FoundX: C. 65.77; H, 5.99; N. 14.25 






colorless prisms 






(AcOEtm-Heptane) 


49 




mp.182-183t; 

Elemental analysis for C27HaaClN502 
Calcd.X: C. 65.91; H, 6.15; N, 14.23 
FoundX: C, 65.95; H, 6.26; N, 14.24 






colorless prisms(AcOEt) 




X3 


trp.213-214'C 


50 


Elemental analysis for C27H3gCINs02 
Caicd.X: C, 65.91; H, 6.15; N, 14.23 
FoundX: C, 65.87; H. 620; N. 14J23 
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Example 


R' 


Physical properties 
(Recrystallization solvent) 






colorless crystals (MeOH) 






mp,179-186t 


51 




Elemental analysis for C2gH3,CIN402S 
Calcd-X: C. 64.85; H, 6.19; N, 10.43 
FoundX: C. 64.82; H. 6.45; N, 10.37 






colorless crystals (iso-PrOH) 






mp^03-203.5'fe 


52 


JJ 


Elemental analysis for C29H30CIF3N4O2 
Calcd.%: C. 62.31; H. 5.41; N. 10.02 
FoundX: C. 62.24; H. 5.42; N, 9.99 






colorless crystals (AcOEt) 






mp,224-225°C 


53 




Elemental analysis for C34H35CIN4O2 
Calcd.X: G, 72.01; H, 6.22; N, 9.88 
Found*: C. 72.02; H. 6.21; N, 9.92 






colorless crystals (iso-PrOH) 






mp,197-198'ti 


54 


JJ 


Elemental analysis for C34HJ5CIN4O3 
Calcd.!4: C. 70.03; H, 6.05; N, 9.61 
Found*: C, 89.83; H, 6.08; N, 9.58 






colorless crystals (MeOH) 


55 


p 


mp.196.5-197'ti 

Elemental analysis for C2gH23CIN403 
Calcd.X: C, 64.93; H, 6.08; N, 11.65 
FoundX: C. 64.83; H. 6.27; N. 1 1.69 




45 
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Example 


R' 




Physical properties 
(Recrystallization solvent) 








pale yellow crystals (iso-PrOH) 








mp,185.5-186'C 


56 


P 

/ 


Me 


Elemental analysis for O27H32N4O3 
Calcd.*: G, 70.41; H, 7.00; N, 12.16 
FoundX: C. 70.32; H, 7.19; N, 12.13 








colorless crystals (MeOH) 








tnp.l51.5-153°C 


57 


P 

/ 


CI 


Elemental analysis for CigHzgCINfOzS 
Calcd.X: 0. 62.83; H. 5.88; N, 1127 
FoundX: C, 62.77; H, 6.01; N, 1124 








pale yellow crystals (iso-PrOH) 








mp,181.5-182.5t; 


58 


P 


Me 


Elemental analysis for C27H32N4O2S 
Galcd.X: C. 68.04; H, 6.77; N, 11.75 
FoLindX: C, 67.86; H. 6.99; N. 11.63 








colorless crystals (AcOEt) 


59 


P 


CI 


mp,197-198t 

Elemental analysis for C25H28CINs02S 






Calcd.X: G, 6029; H, 5.67; N, 14.06 
Found%: C. 59.98; H. 5.54; N, 13.84 








colorless crystals (AcOEt-iso-Pr20) 




p 




mp.191-193"t; 


60 


Me 


Elemental analysis for CzeHsiNsOjS 
Galcd.X: C, 65.38; H, 6.54; N, 14.66 
Found%: C. 65.34; H. 6.53; N. 14.43 
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R' 


Physical properties 
(Recrystallization solvent) 






yellow amorphous solid 






NMR spectrum 8 (CDCl3)ppnn: 






1 .06-1.09{2H.m),1 .30-1 .40(1H.m),1 40-1 .45 ( 2H.m ) 






.1 .44(9H,s).1 .82-1 .90(2H.m)Z55-2.62(2H,m),3.05(3 


61 


H.s),4.00-4.10(2H.m),4.62(2H.t.J=7.5Hz),7.27-7.30( 
2H,m),7.81(1H,t.J=7Hz).7.67-7.71(3H.m).8.14(1H.d. 
J=7.5Hz),8.24(1 H.d^75Hz) 
IR spectrum V (KBr)cm"' : 1 692 
Mass spectrum m/z;488(M^) 




F 


colorless crystals (AcOEt) 




1 


inp.195-196t; 


62 




Elemental analysis for C23H2sF5H402 






Calcd.X: C. 62.14; H, 5.21; N. 9.99 




F 


Found%: C, 82.07; H, 5.25; N. 9.94 






pale yellow crystals (AcOEt) 






mp,199.5-200.5°C 


63 


Elemental analysis for C2aH33N502 
Calcd.X: C, 71.31; H. 7.05; N. 14.85 
FoundK: C. 71.37; H, 7.14; N. 14.83 






colorless crystals (MeOHHso-PrsO) 






mp,177.5-179°C 


64 


Elemental analysis for C3gH33F3N402 
Calcd.%: 0, 66.90; H. 6.18; N. 10.40 
FoundX: C. 66.89; H. 6.08; N. 10.37 






pale brown crystals (AcOEt) 






mp.193-194t; 


65 




Elemental analysis for C27H33N$02 
Caicd.K: G, 70.56; H, 724; N, 15.24 
Found%: C. 70.61; H. 7.16; N. I5JZ1 
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Example 


R' 




Physical properties 
(Recrystallization solvent) 


66 




CI 


colorless crystals (EtOH) 
mp^40-241 % (decomposition) 
Bemental analysis ibr GjsHjgCINgOj 
Calcd.X: C. 62.43; H. SJK; N. 17.47 
FoundX: C. 62.49; H. 6.02; N, 17.51 


67 




Me 


colorless crystals (EtOH) 
inp.228.S-230% (decomposition) 
Qemental analysis for CjeHjjNgOj 
Calcd.X: C, 67.80; H. 7.00; N. 18.25 
FoundX: C. 67.72; H, 6.93; N. 18.24 


68 


/ 


Me 


brown amorphous solid 

NMR spectrum d (CDCl3)ppm:1.10-1.20(2H.in),1.4 

6(9H,s),1 .40-1 .60(3H,m),1 .90-1 .98(2H,m),2.eO-2.70( 

2H.m).3.04(3H.s),3.86(3H.s),4.05-4.15(2H,m).4.74(2 

H.t.J=8Hz),6.30(1H,t,J=2.5Hz),6.52(lH.d,J=2.5H2),6. 

88(1 H,s),7.60(1 H.t, J=8H2),7.87(1 H.t. J=8Hz),8.1 6(1 H. 

d,J=8Hz),8J(3(1 H,d.J=8Hz) 

IR spectrum V(KBr)cm~':1688 

Mass spectrum m/z:473(M^) 
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Example 






Physical properties 
(Recrystallization solvent) 


69 


/ Me 


01 


yellow amorphous solid 

NMR spectrum d (CDCl3)ppm: 

1 .05-1 .1 5(2H,m),l .40-1 aS0(3H,m),l .45(9H,s),1 .83-1 .90( 

2H.m)^.32(3H.s)i.BD-2.70(2H.m),4.0(>-4.10(2H.mX4.60 

-4.65(2H.m).7.06(1H.d.J=5.5Hz).7.51{lH.d.J=5.5Hz).7.e 

0 /./a^^n,my,o. i a\ i n,u,u— /.anz/i0.24vin,a,ij~/.9riz/ 


70 


Me 


Ci 


pale yellow crystals (EtOH) 
mp,192-193'fe 

Elemental analysis for Cz^H,, 0^40,8 -SAHjO 
Calcd.S: C, 60.77; H. 6.33; N. 10.50 
FoundX: C. 60.82; H. 6.08; N. 10.17 


71 


/^Me 


Me 


yellow amorphous solid 

NMR spectrum d (0DCl3)ppm: 

1 .02-1 .08(2H.m).1 .44(9H.s),1 .44-^1 .50(3H,m),1 .80-1 .90( 

2n,m;,2.31(3H^XZ.o0-2.7O(ZH^;,3.05(3n,SA4.00-4.05( 

2H.m).4.59(2H,t, J=7.5Hz),7.06(1 H.d. J=5.5Hz).7.49(l H,d. 

J=5.5Hz).7.6a-7.65(2H.m).8.1 4(1 H.d.J=8Hz).8.23(l H.d.J 

=8Hz) 

IR spectrum f (KBr)cm~':1688 
Mass spectrum m/z:490(M*) 


72 


Me 


Me 


pale yellow crystals (AcOEt) 
mp.141-142°C 

Elemental analysis for C2bH]4N402S-1/4H20 
Oalcd.X: C. 67.92; H, 7.02; N, 11.31 
FoundX: C, 67.86; H. 6.84; N. 11 j25 



Example 73 

tert-Butyl 4-[2-(4-chloro-2-hydroxy-1 H-imidazo[4,5-c]quinolin-1 -yl)-ethyl]-1 -piperidinecarboxylate 

[0095] To a solution of 0.60 g of tert-butyl 4-(2-(3-amino-2-chloro-4-quinolylamino)-ethyl]-1 -piperidinecarboxylate 
and 0.44 gof triphosgene in 10 ml of 1 ,2-dichloroethane, 0.41 ml of triethylamine was added dropwise, and tine mixture 
was stirred at room temperature for 1 hour. The reaction mixture was neutralized with saturated aqueous sodium 
liydrogencarbonate solution, and extracted with 1 ,2-dichloroethane. The extract was washed with saturated brine, and 
dried, and the solvent was evaporated. The residue was washed with diisopropyl ether to give 0.57 g of colorless 
crystals. Recrystallization from 1 ,2-dlchloroethane gave colorless crystals having the melting point of from 222 to 
223° C. 



Elemental analysis for C22H27CIN4O3 


Calculated % 
Found % 


C, 61.32; 
C, 61.15; 


H, 6.32; 
H, 6.34; 


N, 13.00 
N, 13.00 
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Example 74 

tert-Butyl 4-[2-[4-chloro-2-(4-methanesulfinylphenyl)-1 H-imidazo[4,5-c]-quinolin-1 -yl]ethyl]-1 -piperidinecarboxylate 

[0096] To a suspension of 0.63 g of tert-butyl 4-[2-[4-chloro-2-(4-methylthio-phenyl)-1 H-imidazo[4,5-c]quinolin-1 -yl] 
ethyl]-1 -piperidinecarboxylate in 18 ml of 1 ,4-dioxane, a solution of 0.38 g of sodium periodate in 6 ml of water was 
added dropwise, and the mixture was stirred at SO'C for 13 hours. The reaction solution was concentrated, and the 
residue was purified by silica gel column chromatography using 1 ,2-dlchloroethane - methanol (10:1) as an eluting 
solvent to give 0.47 g of a colorless solid. Recrystalllzatlon from a mixture of Isopropanol and water gave colorless 
crystals having the melting point of from 183 to 186'C. 



Elemental analysis for C29H33CIN4O3S • I/4H2O 


Calculated % 
Found % 


C, 62.46; 
C, 62.33; 


H, 6.06; 
H,5.90; 


N, 10.05 
N, 9.91 



Example 75 

tert-Butyl 4-[2-[4-chloro-2-(4-methanesulfonylphenyl)-1 H-imidazo[4.5-c]-quinolin-1 -yl]ethyl]-1 -piperidinecarboxylate 

[0097] To a solution of 0.40 g of tert-butyl 4-[2-[4-chloro-2-(4-methylthiophenyl)-1H-lmldazo[4,5 -c]quinolin-1-yl] 
ethyl]-1 -piperidinecarboxylate In 20 ml of 1 ,2-dlchloroethane, 0.40 g of nn-ciiloroperbenzolc acid was added portionwise 
little by little, and the mixture was stirred at room temperature for 1 hour The reaction mixture was neutralized with 
1 0% aqueous sodium hydroxide solution, and extracted with 1 ,2-dichloroethane. The extract was washed with satu- 
rated aqueous sodium hydrogencarbonate solution and dried, and then the solvent was evaporated. The residue was 
washed with a mixture of dilsopropyl ether and diethyl ether to give 0.42 g of coloriess crystals. Recrystalllzatlon from 
methanol gave colorless crystals having the melting point of from 149 to 156'C. 



Elemental analysis for C29H33CIN4O4S • I/4H2O 


Calculated % 
Found % 


C, 60.72; 
C, 60.72; 


H, 5.89; 
H, 5.81; 


N, 9.77 
N, 9.67 



Example 76 

4-Hydroxy-2-phenyl-1-[2-(4-plperldyl)ethyl]-1H-lmldazo[4,5-c]qulnollne 

[0098] A solution of 871 mg of 4-chloro-2-phenyl-1 -[2-(4-piperidyl)ethyl]-1 H-imidazo[4,5-c]quinoline and 2,5 ml of 6 
N hydrochloric acid In 8 ml of 1 ,4-dloxane was refluxed for 3 hours. The reaction mixture was adjusted to pH 10 with 
10% aqueous sodium hydroxide solution, and added with potassium carbonate, and then extracted with 1 ,2-dlchlo- 
roethane. The extract was dried, and the solvent was evaporated. The resulting residue was washed with ethyl acetate 
to give 522 mg of pale brown crystals. Recrystalllzatlon from methanol gave pale brown crystals having the melting 
point of from 242.5 to 244"C. 



Elemental analysis for C23H24N4O • I/4H2O 


Calculated % 
Found % 


C, 73.28; 
C, 73.32; 


H, 6.55; 
H, 6.45; 


N, 14.86 
N, 14.77 



[0099] In accordance with the method of Example 76, the compounds of Examples 77 through 79 were obtained. 
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Example 


B 




m 


Physical properties 
(Recrystallization solvent) 


77 


CI 




2 


colorless crystals (MeOH) 
mp,26S-280t; (decomposition) 
Elemental analysis for C24H25CIN4O 
CalcdX: C. 68.48; H. 5.99; N. 13.31 
Found%: C, 68.32; H, 6.07; N. 13.29 


78 


H 


HN ^ 


t 


colorless crystals [hydrochloride] 
NMR spectrum 8 (0MSO-de)ppm: 
1 .56(2H.q.J=1 1 .5Hz),1 .74(2H.d,J=1 1 .5Hz)JZ.10-2.2 
5(1H,m)^.79(2H,q,J=1 1.5Hz),3.24(2H,d,J=1 1 .5Hz), 
4.54(2H.d,J=7.5Hz),7.29(1 H.l. J=8Hz),7.49(1 H,d,J= 
8Hz),7.50(1 H.t, J=8H2).8.00(1 H,d. J=8Hz).8.38(l H.s 
).8.84(1 librs).8.95(1 HJ>rs).1 1 .62(1 H,s) 
IR spectrum V (KBr) cm-^:3544,3228,1692 
Mass spectrum m/z:282(M*) 


79 


H 




1 


colorless crystals [hydrochloride] 

NMR spectrum 8 (DMSO-dt)ppm: 

1 .65-1 .85(4H.m) j.00-2.1 5(1 H.m).2.84(2H.q.J=1 2H 

z),3.30(2H.d,.^12Hz).4.18(2H.d.J=5Hz),4.51(2H.d. 

J=7.5Hz),7.27(1H.t.xJ=8.5Hz).7.4O-7.60(7H,m),7.97 

(1H.d.J=8Hz).8.31 (1 H.s).10.63(1 H.br5),1 1 .58(1 H.s) 

IR spectrum V (KBr) cm ' :341 6.1 672 

Mass spectrum m/z:372(M*) 



Example 80 

tert-Butyl 4-[2-(4-phenoxy-1 H-imidazo[4,5-c]quinolin-1 -yl)ethyl]-1 -piperidinecarboxylate 

[0100] A mixture of 4.46 g of tert-butyl 4-[2-(4-chloro-1H-imidazo[4,5-o]quinolin-1 -yl)ethyl]-1 -piperidinecarboxylate, 
10.1 g of pfienol and 1 .80g of potassium liydroxide was stirred at 120°Cfor 7 liours. The reaction mixture was adjusted 
to pH 10 with 10% aqueous sodium hydroxide solution, and extracted with ethyl acetate. The extract was washed 
successively with 10% aqueous sodium hydroxide solution and saturated brine, and dried, and then the solvent was 
evaporated to give a brown liquid. The resulting brown liquid was purified by silica gel column chromatography using 
ethyl acetate as an eluting solvent to give 3.59 g of a colorless solid. Recrystallization from a mixture of ethyl acetate 
and n-hexane gave colorless crystals having the melting point of from 130.5 to 132.5''C. 



Elemental analysis for C2gH32N403 


Calculated % 
Found % 


71.16; 
C, 71.10; 


H, 6,83; 
H, 7.10; 


N, 11.86 
N, 11.69 



[0101] In accordance with the method of Example 80, the compounds of Examples 81 through 87 were obtained. 
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Example 


R' 




R8 


Physical properties 
(Recrystalllzation solvent) 










coloriess crystals (MeOH) 










mp,152.5-153.5t 


81 


H 


H 


Elemental analysis for C30H30N4O 

Calcd-X: C, 77.89; H, 6.54; N, 12.11 
FoundX: C. 78.00; H. 6j29: N, 12.05 










colorless crystals (AcOEt-iso-PrjO) 






-a 




mp.l 87-1 89.5*10 


82 


H 


H 


Elemental analysis for C23H2gN402 
Calcd.X: C. 72.44; H. 6.32; N. 13.52 
FoundX: C, 72.35; H, 6.26; N, 13.42 










colorless crystals (CH2Cl2-iso-Pr20) 










mp^06.5-208% 


83 


H 


F 


Elemental analysis for C25H2gFN402-1/8H20 
Calod.X: C. 69.07; H, 5.85; N, 12.89 
Found%: C. 69.11; H, 5.74; M. 12.85 










colorless crystals (MeOH-iso-PrjO) 


84 


Ph 


Ox 


H 


mp^05-207.5% 

Elemental analysis for C3,H3aN402-1/2H20 
Calcd.X: C, 74.53; H, 6.25; N, 11.21 
Foundt: C. 74.52; H. 6.37; N. 11.10 
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Example 






R« 


Physical properties 






(Recrystallization solvent) 










coloriess crystals (AcOEt-n-Hexane) 










mp.1 33.5-1 35.51C 


85 


H 


F 


Elemental analysis for CzgHjiFN^Oa 
Calcd.X: C, 68.55; H, 6.37; N, 11.42 
Found%: C, 68.37; H, 6.47; N. 11.25 










colorless crystals tiso-PrOH) 










nnp.207-20«'C 


86 


Ph 


H 


Elemental analysis for C34H3,N403 
Calcd.%: C, 74.43; H. 6.61; N, 10.21 
FoundX: C. 74.38; H. 6.68; N. 10.14 










pale purple crystals 










NMR spectrum d (DMSO-d,)ppm: 










1 .64-1 .72(4H.m);ZJS5-2.58(4H.m)^ .98(2H,t,J=7 


87 


H 


H 


Hz).4.80(2H.t«J=7Hz).7.25-7.31(3H.m).7.45-7.4 








9(2H,m).7.53-7.60(2H,m),7.72(lH,d.J=7Hz),8.29 

(1H.d,J=7Hz).8.37{1H.s) 

Mass spectrum m/z:358(M'^) 



Example 88 

tert-Butyl 4-[2-(4-amino-1 H-imidazo[4,5-c]quinolin-1 -yl)ethyl]-1 -piperidinecarboxylate 

[0102] A mixture of 4.40 g of tert-butyl 4-[2-(4-phenoxy-1H-imidazo[4,5-c]-quinolin-1-yl)ethyl]-1-piperidinecarboxy- 
late and 34.5 g of ammonium acetate was stirred at MCC for 3 hours. The reaction mixture was added with water, 
adjusted to piH 9 with 10% aqueous sodium hydroxide solution, and extracted with methylene chloride, The extract 
was washed with sarurated brine, and dried, and then the solvent was evaporated. The resulting residue was purified 
by alumina column chromatography using methylene chloride - methanol (100:1 to 20:1) as eluting solvents, and 
washed with diisopropyl ether to give 1 .88 g of colorless crystals. Recrystallization from ethyl acetate gave colorless 
crystals having the melting point of from 193 to 193.5'C. 



Elemental analysis for C22H29N5O2 


Calculated % 
Found % 


C, 66.81; 
C, 66.93; 


H, 7.39; 
H, 7.48; 


N, 17.71 
N, 17.66 



[0103] In accordance with the method of Example 88, the compounds of Examples 89 through 92 were obtained. 
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Example 




Physical properties 
(Recrystallization solvent) 






colorless crystals (EtOH) 






nfip.191.5-192'^ 


89 


Elemental analysis for Cj^H^yNj 
Calcd.X: C. 74.77; H. 7.06; H. 18.17 
Found%: C, 74.87; H. 7.18; N. 18.06 






coloriess crystals (MeOH) 






mp^31. 5-232.5*0 


90 


Elemental analysis for GigHjsNsO 
Calcd.X: C, 67.63; H, 6.87; N, 20.76 
FoundX: C. 67.46; H. 6.79; N, 20.63 






colorless crystals (EtOH) 


91 




mp.l 66-167*10 

Elemental analysis for CjoHssNsOj 
Calcd.X: C. 65.37; H, 6.86; N, 19.06 
FoundX: C. 65.52; H. 6.76; N. 18.83 






pale yellow crystals [fumarate] 






(DMFHso-PrjO) 






mp,195-197^ (decomposition) 


92 


Elemental analysis for GfiH^gNg- 04(^404- 




5/4H2O 

Calcd.X: C, 57.20; H. 6.12; N. 16.68 
FoundX: C, 57.20; H. 6.23; N. 16.53 



Example 93 

tert-Butyl 4-[2-(4-dimethylamino-2-phenyl-1 H-imidazo[4,5-c]quinolin-1 -yl)-ethyl]-1 -piperidinecarboxylate 

[0104] A mixture of 0.69 g of tert-butyl 4-[2-(4-chloro-2-phenyl-1H-imidazo[4,5-c]-quinolin-1-yl)ethyl]-1 -piperidine- 
carboxylate and 7 ml of 50% aqueous dimethylamlne solution was stirred In a sealed tube at 80°C of outer temperature 
for 2 hours. The reaction solution was added with water and extracted with ethyl acetate. The extract was washed 
successively with water and saturated brine, and dried, and the solvent was evaporated. The residue was washed 
successively with isopropanol and diisopropyl ether to give 0.52 g of colorless crystals. Recrystallization from isopro- 
panol gave coloriess crystals having the melting point of from 170.5 to 171 .5"'C. 



Eiemental analysis for C30H37N5O2 


Calculated % 
Found % 


C, 72.12; 
C, 71.95; 


H, 7.46; 
H, 7.72; 


N, 14.02 
N, 13.83 



Example 94 

tert-Butyl 4-[2-[4-(4-methyipiperazin-1 -yi)-2-ph6nyl-1 H-imidazo[4,5-c]-quinoiin-1 -yl]ethyl]-1 -piperidinecarboxylate 

[0105] A mixture of 0.80 g of tert-butyl 4-[2-(4-chloro-2-phenyl-1 H-imidazo-[4,5-c]quinoiin-1-yi)ethyl]-1 -piperidine- 
carboxylate and 1 mi of N-methylpiperazine was stirred at SO'C for 6 hours. The reaction mixture was added with 
saturated aqueous sodium hydrogencarbonate solution and extracted with ethyl acetate. The extract was dried, and 

the solvent was evaporated. The residue was purified by alumina column chromatography using ethyl acetate - n- 
heptane (1 :3 to 1 :1) as eiuting solvents, and washed with a mixture of diisopropyl ether and n-heptane to give 0.74 g 
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of colorless crystals. Recrystalllzatlon from ethyl acetate gave colorless needles having the melting point of from 140 
to 141-0. 



Elemental analysis for C33H42N6O2 


Calculated % 
Found % 


C, 71.45; 
C, 71.23; 


H, 7.63; 
H, 7.65; 


N, 15.15 
N, 14.99 



[0106] In accordance with the methods of Examples 93 and 94, the compounds of Examples 95 through 1 02 were 
obtained. 
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Example 




Physical properties 
^necrysiaiiizaLion solvency 


95 


NHMe 


colorless crystals (iso-PrOH) 
mp.l61-162t; 

Elemental analysis for C29H35NSO2-I/2H2O 
Calod.X: C. 70.42; H. 7.34; H, 14.16 
FoundX: C. 70.31; H. 7.23; N. 13.95 


96 


H 


colorless crystals Oso^PrjO) 
mp.162-162.5t 

Elemental analysis for Gsil^jNgOz '1/2^120 
Calcd.%: C, 71.51; H, 7.38; N. 13.45 

FoundX: G, 71.73; H, 7.35; N, 13.09 


97 




colorless needles (MeOH) 
mp,171-172"t 

Elemental analysis for Cs3H4fM^02 
Calcd.X: C, 73.44; H, 7.66; N. 12.98 
roundV It, /o.44, n, /.Bo; N, 1Z.9a 


S8 




colorless crystals (iso-PrOH) 
mp,189-190t; 

Eementai analysis for CgsHg^NsOs 
Calcd.X: C, 70.95; H. 7JZ6; N. 12.93 
Founds: C, 71.22; H. 7.47; N. 12.94 


99 


NHBn 


pale brown amorphous solid 

NMR spectrum 8 (CDCl3}ppm: 

0.99-1 .06<2H.m).1 .25-1 .40(3H.m), 1 .43(9H.s), 1 .80-1 . 

w^£ri,my,z.3u^£.ou\2ri,mAa.99 4.uovcn,m/,n.99V2n 

,J=7.5HzX4.96{2H.d, J=5.5H2),B.1 1 (1 H,t.J=5.5H2).7.2 

4-728(1H,m),7.30-7.35(3H,m),7.48(2H,d,J=7.5Hz),7. 

50-7.55(4H.m).7.60-7.65(2H.m).7.94-7.96(2H.m) 

IR spectrum V (KBr) cm~':3436,1690 

Mass spectrum m/z:561(M*) 
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Example 




Physical properties 


100 






pale yellow amorphous solid 

NMR spectrum 8 (GDCl3}ppm: 

1 .00-1 .08(2H.m),1.30-1 .35(1H,m).1 .38-1 .42(2H,m).1 . 

43(9H.s).1 .83-1 .90(2H,m)^ .57(2H,brs).3.98(2H,brs),4 

.61(2H.t,J=7.5Hz).4.99(2H.d,J=6Hz),7 .33-7.35(1 Hjm). 

7.39(2H,d,J=6Hz).7.51-7.59(4H,m),7.64-7.67(2H,m),7 

.88-7.89(1 H,m),7.96-7.97(1 H.m),8.53(2H.d.J=eHz) 

IR spectrum V (KBr) cm '^-3428,1692 

Mass spectrum m/z:562(M*) 


lui 






pale brown amorphous solid 

NMR spectrum 6 (CDCl3)ppm: 

0.98-1 .06(2H,m),1 .25-1 .40(3H.m),1 .43(9H,s),1 .80- 1 . 

85(2H,m).2.50-2.60(2H,m).3.79(3H,s).3.90-4.00(2H,m 

).4.59(2H.tJ=7.5H2).4.87(2H.d.J=5.5Hz).6.05(1Ha>rs) 

.6.86(2H.d.»f=8 JHz).7.31 (1 H.t J=7.5Hz).7.40(2H.d. J= 

8.5Hz),7.51-7.60<4H.m),7.6(H7.65(2H,m).7.84(2H.d,J 

=8.5Hz) 

D% spectrum V (KBr) cm~':3432.1692 
Mass spectrum m/z:581(M^) 


1 U£ 


H 




colorless amorphous solid 

NMR spectrum d (DMSO-dg)ppm: 

0.87(2H,q.J=5Hz),l .20-1 .35(3H.m).1 .36(9H,s),l .75(2 

H.q,J=7.5Hz)i.54(2H,tJ=125Hz),3.77(2H.d.J=12.5H 

z),4.64(2H,t.J=7.5Hz),6^8(1H,t,J=8Hz),7.34(2H,t.U=8 

Hz).7.44(1H,t.J=7.5Hz),7.56(1H,t.J=7.5Hz),7.60-7.67 

(3H,m),7.76-7.82(2H.m).7.87(1H,d.J=7.5Hz).8.16(lH. 

d.J=7.5Hz).8^4(2H,d,J=8Hz}.9.03(1H.s) 

IR spectrum f (KBr) cm''':2932,1692 

Mass spectrum m/z:547(M'^) 



Example 1 03 

4-Amino-2-phenyl-1 -[2-(4-pipericlyl)ethyl]-1 H-imiclazo[4,5-c]quinoline trifluoroacetate 

[0107] A mixture of 0.30 g of tert-butyl 4-[2-[4-(4-methoxybenzylamino)-2-phenyl-1H-imidazo[4,5-c]quinolin-1-yl] 

ethyl]-1-piperidinecarboxylate and 9 ml of trifluoroacetic acid was stirred al65°C of outer temperature for 6 hours. The 
reaction solution was concentrated, and the residue was added with isopropanol. The precipitated crystals were col- 
lected by filtration, and washed with diisopropyl ether to give 0.31 g of pale yellow crystals. Recrystallization from a 
mixture of ethanoi and isopropanol gave colorless crystals having the melting point of from 223 to 224°C. 



Elemental analysis for C23H25N5 • 2CF3CO2H ■ H2O 


Calculated % 
Found % 


C, 52.51; 
C, 52.61; 


H, 4.73: 
H, 4.45; 


N, 11.34 
N, 11.61 
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Example 104 

1 -[2-(4-Chloro-2-phenyl-1 H-imidazo [4,5-c]quinolin-1 -yl)ethyl]-4-piperidinone 

5 [0108] A mixture of 0.39 g of 1-[2-(4-chloro-2-phenyl-1H-imidazo[4.5-c]quinolin-1-yl)ethyl]-4,4-ethylenedioxypiperi- 
dine and 4 ml of concentrated sulfuric acid was stirred at room temperature for 30 minutes. The reaction mixture was 
poured into ice-water, adjusted to plH 11 with 1 0% aqueous sodium hydroxide solution, and extracted with ethyl acetate. 
The extract was washed with saturated aqueous sodium hydrogencarbonate solution and dried, and then the solvent 
was evaporated to give 0.42 g of a colorless liquid. The resulting liquid was purified by alumina column chromatography 

10 using ethyl acetate - n-heptane (1 :1) as an eluting solvent to give 0.32 g of colorless crystals. Recrystalllzatlon from 
Isopropanol gave colorless needles having the melting point of from 163 to ^65''C. 





Elemental analysis for C23I-I21CIN4O 


15 


Calculated % 


C, 68.23; 


H, 5.23; 


N, 13.84 


Found % 


C, 68.26; 


H, 5.31; 


N, 13.78 



Example 105 



20 1 -[2-(4-Chloro-2-phenyl-1 H-lmidazo[4,5-c]qulnolln-1 -yl)ethyl]-4-piperidlnone oxime 

[0109] A mixture of 0.20 g of 1-[2-(4-chloro-2-phenyl-1H-imidazo[4,5-c]qulnolin-1-yl)ethyl]-4-plperldinone, 0.04 g of 
hydroxylamine hydrochloride, 0.09 g of sodium acetate and 4 ml of methanol was stirred at room temperature for 1 
hour. The reaction solution was concentrated, and the residue was added with aqueous sodium hydrogencarbonate 
25 solution, and extracted with ethyl acetate. The extractwas washed with saturated aqueous sodium hydrogencarbonate 
solution, and dried, and the solvent was evaporated to give 0.25 g of a colorless solid. Recrystalllzatlon from ethyl 
acetate gave colorless crystals having the melting point of from 201 to 20/'C (decomposition). 



Elemental analysis for C23H22CIN5O ■ i/2H20 


Calculated % 
Found % 


C, 64.41 ; 
C, 64.75; 


H, 5.40; 
H, 5.32; 


N, 16.33 
N, 16.09 



Example 106 

35 

tert-Butyl 4-[2-(2-phenyl-1 H-imidazo[4,5-c]quinolin-1 -yl)ethyl]-1 -piperidinecarboxylate 

[0110] A suspension of 0,80 g of tert-butyl 4-[2-(4-chloro-2-phenyl-1H-lmldazo-[4,5-c]quinolin-1-yl)ethyl]-1 -piperidi- 
necarboxylate and 0.30 g of 5% palladium on carbon in 80 ml of methanol was catalytically hydrogenated at ordinary 
4Q temperature under atmospheric pressure for 12 hours. After the reaction, the catalyst was filtered off, and the filtrate 
was concentrated. The residue was purified by silica gel column chromatography using ethyl acetate - n-heptane (1 : 
1 to 4:1] as eluting solvents and washed with diisopropyl ether to give 0.49 g of pale yellow crystals. Recrystalllzatlon 
from diisopropyl ether gave colorless crystals having the melting point of from 138 to 139''G. 



45 


Elemental analysis for C28H32N4O2 




Calculated % 


C, 73.66; 


H, 7.06; 


N, 12.27 




Found % 


C, 73.46; 


H, 7.21; 


N, 12.17 



[0111] Inaccordancewiththemethodof Example 106, the compounds of Examples 107 through 109 were obtained. 
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Example 




m 


Physical properties 
(Recrystallization solvent) 








colorless crystals [hydrochloride] 








(MeOH) 




Li 




mp^S8-261'^ (decomposition) 


107 


1 


Elemental analysis for 

Ci6Hi8N4-2HCI-H20 
Calcd.X: C, 53.79; H, 6.21; N, 15.68 
Found*: C, 53.49; H, 6.14; N, 15.67 








colorless crystals [hydrochloride] 








(MeOH-CICHzCH^CI) 








mp.220-233°C (decomposition) 


108 


2 


Elemental analysis for 

C„Ha,N4-2HCI-l/2H20 
Calcd.X: C. 56.3S; H. 6.40; N. 15.46 
FoundX: C. 56.36; H. 6.18; N. 15.35 








colorless crystals [hydrochloride] 








(MoOH-iso-PrjO) 




n-BuN"^ 




mp.225-238'^ (decomposition) 


109 


2 


Elemental analysis for 

C2iHaN+-2HCI-1/8HiO 
Calcd.X: C, 61.27; H, 7.41; N. 13.61 
FoundX: C, 61.03; H. 7.44; N. 13.50 



Example 110 

4-Chloro-2-phenyl-1 -[2-(4-piperidyl)ethyl]-1 H-imiclazo[4,5-c]quinoline hydrochloride and fumarate 

[0112] A mixture of 3.64 g of 4-chloro-2-phenyl-1-[2-(N-triphenylmethyM-piperidyl)ethyl]-1H-imidazo[4,5-c]quino- 
llne, 30 ml of methanol and 1 0 ml of trifluoroacetic acid was stirred at room temperature for 1 hour. The reaction mixture 

was concentrated, and the residue was washed successively with ethyl acetate and diethyl ether to give pale brown 
crystals (trifluoroacetate). The resulting crystals were added with ethyl acetate, and extracted with water. The aqueous 
layer was adjusted to pH 11 with 10% aqueous sodium hydroxide solution, and extracted with a mixture of 1 ,2-dichlo- 
roethane and methanol. The extract was washed with saturated brine, and dried, and then the solvent was evaporated 
to give 1 ,74 g of a colorless liquid. A part of the colorless liquid was converted into hydrochloride In a conventional 
method, Recrystallization from methanol gave colorless crystals having the melting point of from 257 to 265°C (de- 
composition). In the same manner, fumarate was prepared in a conventional method. Recrystallization from methanol 
gave colorless crystals having the melting point of from 1 85.5 to 1 86.5"'C (decomposition). 

IHydrochloride: 

[0113] 



Elemental analysis for C23H23CIN4 • HCI • HgO 


Calculated % 
Found % 


C, 62.02; 
C, 62.08; 


H, 5.88; 
H, 5.77; 


N, 12.58 
N, 12.60 
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Fumarate: 
[0114] 



Elemental analysis for C23H23CIN4 • C4H4O4 • HgO 


Calculated % 
Found % 


C, 61.77; 
C, 62.04; 


H, 5.57; 
H, 5.40; 


N, 10.67 
N, 10.70 



10 Example 111 

4-Phenoxy-1 -[2-(4-plperlclyl)ethyl]-1 H-lmldazo[4,5-c]qulnollne trif luoraacetate 

[01 15] To a solution of 0.30 g of tert-butyl 4-[2-(4-phenoxy-1 H-imidazo[4,5-c]-quinolin-1 -yl)ethyi]-1 -piperidinecarbox- 
15 ylate In 1 0 mi of mettiyiene ctiioride, 1 mi of trifiucroacetic acid was added at room temperature, and the mixture was 
stirred for 1 .5 liours. Tiie reaction solution was concentrated. The resulting pale yellow solid was washed successively 
with Isopropanol and dllsopropyl etherto give 0.36 g of colorless crystals. Recrystalllzatlon from a mixture of methylene 
chloride and ethanol gave colorless crystals having the melting point of from 211 to 216''C. 



20 


Elemental analysis for C23H24N4 


0 • CF3CO2H 


• I/8H2O 




Calculated % 


C, 61.44; 


H,5.21; 


N, 11.46 




Found % 


C, 61.26; 


H,5.05; 


N, 11.47 



25 Example 112 



4-Chloro-2-phenyl-1-[2-(1-plperazinyi)ethyl]-1H-lmldazo[4,5-c]qulnollne methanesulfonate 

[0116] To a solution of 1.20 g of tert-butyl 4-[2-(4-chloro-2-phenyl-1H-imidazo-[4,6-c]quinolin-1-yl)ethyi]-1-plperazi- 
necarboxylate in 12 ml of 1 ,2-dlchloroethane, 1 .2 ml of methanesulfonlc acid was added, and the mixture was stirred 
at room temperature for 5 minutes. The reaction mixture was added with isopropanol and ethanol, and the precipitated 
crystals were collected by filtration to give 1 .24 g of colorless crystals. Recrystalllzatlon from methanol gave colorless 
crystals having the melting point of from 256 to 270"'C (decomposition). 



35 


Elemental analysis for C22H 


22CINg • 2CH3SO3H 




Calculated % 


C, 49.35; 


H,5.18; 


N, 11.99 




Found % 


C, 49.60; 


H, 5.11; 


N, 12.16 



Example 113 



4-Amlno-1 -[2-(4-piperidyi)ethyl]-1 H-imidazo[4,5-c]qulnollne hydrochloride 

[0117] A mixture of 1.57 g of tert-butyl 4-[2-(4-amlno-1H-lmldazo[4,5-c]quinoiin-1-yl)ethyl]-1-plperidinecarboxylate 
and 40 ml of ethyl acetate solution of hydrogen chloride was stirred at room temperature for 5 hours. The reaction 
mixture was added with water, adjusted to pH 10 with 10% aqueous sodium hydroxide solution, and extracted with 
methylene chloride. The extract was dried, and the solvent was evaporated. The resulting residue was washed with 
ethyl acetate to give 1 .01 g of pale brown crystals. The resulting crystals were purified by alumina column chromatog- 
raphy using methylene chloride - methanol (40:1 to 20:1) as eiuting solvents, and washed with dllsopropyl etherto give 
colorless crystals. Hydrochloride was prepared in a conventional method. Recrystalllzatlon from ethanol gave colorless 
crystals having the melting point of from 243 to 244'C (decomposition). 



Elemental analysis for C17H 


2iN5-HCI-3/4H20 


Calculated % 
Found % 


C, 59.12; 
C, 59.10; 


H, 6.86; 
H, 6.83; 


N, 20.28 
N, 20.30 



[0118] In accordance with the methods of Examples 110 through 113, the compounds of Examples 11 4 through 186 
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were obtained. 



5 



10 






Example 


R1 


B 


m 


Physical properties (Recrystalllzatlon solvent) 


15 


114 


Dh 

rn 


u 
n 


U 


coioness crystals (uiun2un2^i""cubt) 
mp,253-256°C (decomposition) 
Elemental analysis for C21H19CIN4 
Calcd.%: C, 69.51; H, 5.28; N, 15.44 
Found%: C, 69.29; H, 5.19; N, 15.27 


20 
25 


115 


H 


H 


1 


colorless crystals [hydrochloride] 
(MeUn-btUn) 

mp,273-286°C (decomposition) 
Elemental analysis for CigHi7CIN4-2HCI 
Calcd.%: C, 51.42; H, 5.12; N, 14.99 
Found%: C, 51.47; H, 5.08; N, 14.85 


SO 


116 


Ph 


H 


1 


colorless crystals [fumarate](MeOH) 
mp,268-271.5"C (decomposition) 
tzienieniai analysis Tor 

C22H21CIN4-1/2C4H4O4-3/2H2O 

Calcd.%: C, 62.40; H, 5.67; N, 12.13 
Found%: C, 62.52; H, 5.28; N, 12.15 


35 


117 


H 


H 


2 


colorless crystals [hydrochloride] 
(EtOH) 

mp,258-267°C (decomposition) 
Elemental analysis for C17H19CIN4-HCI 
Calcd.%: C, 58.13; H, 5.74; N, 15.95 
Found%: C, 57.88; H, 5.46; N, 15.78 


40 
45 


118 


H 


CI 


2 


colorless crystals [trifluoroacetate] 

(MeOH-lso-PraO) 

mp,204-207.5''C 

Elemental analysis for 

C17H1BCI2N4-CF3CO2H-I/4H2O 

Calcd.%: C, 48.78; H, 4.20; N, 11.98 

Found%: C, 48.76; H, 4.34; N, 11.89 



HN 

50 
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Example 


R1 


R2 


m 


Physical properties (Recrystallization solvent) 


5 


119 


OH 


CI 


2 


pale brown crystals {CICHjCHjCI-MeOH) 
mp,240-245''C (decomposition) 
Elemental analysis for 
C17H19CIN4O-I/2H2O 

Calcd,%; 0, 60.09: H, 5.93; 16,49 

Found%: C. 60.32: H, 5.72; N. 16,41 


10 
15 


120 


Me 


CI 


2 


pcilC DILIWII LilyoLCllo |_LI II lUUI UdOCLClLCj 

(EtOH) 

mp,201-202»C 

Elemental analysis for 
C 1 gH 2 1 C 1 N4-C F3C O2H -SMHjO 
Calcd.%: C, 51.62; H, 5.31; N, 12.04 
Fcund%; C, 51.82; H, 5.12; N, 12.22 


20 


121 




CI 


2 


ouiui ic;oo Lri yoiciio |_ii iiiuui uctodcticj 

(EtOH) 

mp,233-235''C 

Elemental analysis for 

C18H18CIF3N4-CF3CO2H 

Calcd.%: C, 48.35; H, 3.85; N, 11.28 

Found%: C, 48.31 ; H, 3.88; N, 11 .21 


25 
SO 


122 


Ph 


H 


2 


colorless crystals [hydrochloride](EtOH) 

mp,191.5-192.5''C 

Elemental analysis for 

C23H24N4-2HCI-H2O 

Calcd.%: C, 61.74; H, 6.31; N, 12.52 

Found%: C, 61.69; H, 6.51; N, 12.44 


35 


123 


Ph 


CI 


3 


(^olnrlP99 finp ripprHp^rtriflimrnflfPtRtpl 

1 wOO 1 II IC 1 ICCUI&o|_LI II lUwl UClwCLClLCJ 

(EtOH) 

mp,260-263''C (decomposition) 
Elemental analysis for 
C24H25CIN4 • CF3CO2H 
Calcd.%: C, 60.17; H, 5.05; N, 10.80 
Found%: C, 59.94; H, 5.08; N, 10.80 



40 



45 




Example 


R2 


B 


W 


Physical properties (Recrystallization solvent) 


124 


Me 


H 


CH 


colorless crystals [hydrochloride](EtOH) 

mp,1 99-201 "C 

Elemental analysis for 

C24H26N4-HCI-7/2H2O 

Calcd.%: 0, 61.33; H, 7.29; N, 11.92 

Found%: 0, 61 .21 ; H, 7.26; N, 11 .80 
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(continued) 



Example 


R2 


B 


W 


Physical properties (Recrystailization soivent) 


125 


CI 


CI 


CH 


colorless crystals [trifluoroacetate](IVIeOH) 
mp,249-255"'C (decomposition) 
Elemental analysis for 
C23H22CI2N4-C F2CO2H 
Calcd,%: C, 55.67: 4.30; N, 10.39 
Found%: 0^ 55.75: 4.00; N, 10.47 


126 


CI 


Me 


CH 


colorless fine needl6s[trifluoroacetate] 
(MeOH) 

mp,255-262°C (decomposition) 
Elemental analysis for C24H25CIN4- CF3CO2H 
Calcd.%: 60.17; 5.05; N, 10.80 
Found%: 59.95; H^ 5.03; N, 10.79 


127 


CI 


MeO 


CH 


pale yellow crystals (EtOH) 
mp,169-170''C 

Elemental analysis for C24H25CiN40-1/2H20 
Calcd.%: C, 67.05; H, 6.10; N, 13.03 
Found%: 0, 67.32; H, 6.06; N, 13.02 


128 


CI 


H 


N 


colorless crystals [trifiuoroacetate](MeOI-l) 
mp,260-268°C (decomposition) 
Elemental analysis for C22H22CIN5-CF3CO2H 
Calcd.%: 0, 56.98; H, 4.58; N, 13.84 
Found%: 0, 56.76; H, 4.47; N, 13.82 




40 



45 



50 
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Example 






Physical properties 
(Recrystallization solvent) 


129 


CI 


a 

H 


coloiiess prisms (MeOH) 

mp.isi-isat 

Elemental analysis for C23H23CIN4 
GalodA: 0, 70.67; H, 5.93; N, 14.33 
Found%: C, 70.70; H, 6.08; N, 14.28 


130 


CI 




colorless crystals (AcOEt) 

mp.156.5-157.5°C 

Elementat analysis for C23H23CIN4 
Calcd.X: C. 70.67; H, 5.93; N, 14.33 
Found%: C, 70.64; H, 5.92; N, 14.21 


131 


CI 




colorless crystals (EtOH) 

mp.ieg-nit 

Bemental analysis for G22H2|CIN40 
Calcd.X: C, 67.26; H, 5.39; N, 14.26 

FoundX: C, 67.31; H, 5.55; N, 14.32 


132 


CI 




colorless crystals [trifluoroacetate] 

MSO rTvrl/ 

mp.l 58-1 63% (decomposition) 
Elemental analysis Ibr 
C^jHz^CIMs-aCFsCOzH- 3/2HzO 
Calcd.X: C, 49.06; H. 4.42; N. 10.60 
FoundV G, 49.04; H. 4.41; N, 10.73 


133 


Me 




pale brown crystals (AcOEt) 
mp,88-89°C 

Elemental analysis for C24H27N$-H20 
Galcd.K: C, 71.44; H. 7.24; N. 17.36 
Founds: C, 71.25; H. 722; N. 17.03 
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Example 




Physical properties 
(Recrystaliization solvent) 


134 


H / 


Ph 

N 

XI 


colorless fine needles[fumarate](EtOH) 
inp^61 -272t^ (decomposition) 
Elemental analysis for 
CjjHjjCIN*- 1 /2C4H4O4 • 5/2HjO 
Calcd.X: C. 60.06; H. 5.88; N, 11.67 
FoundX: C, 60.07; H. 5.89; N, 11.60 
Specific rotation 
[a]D»':-12.0'' (c=0.1. DMSO) 


135 


1 

1 


] Ph 


colorless crystals [trifluoroacetate] 
(EtOH) 

mp,21 5-221 (decomposition) 
Elemental analysis for 

C23H27CIM4-CF3COjH 

Calcd.X: C. 59.00; H. 5.55; N. 11. 01 
FoundX: C. 58.85; H. 5.63; N. 11:05 


136 






pale brown crystals [trifluoroacetate] 

(MeOH-iso-PrOH) 

mp,225-232t; (decomposition) 

Elemental analysis for 

CazHzsCINt-CFjCOiH 
Calcd.X: C, 5824; H. 5.29; N. 1 1.32 
FoundX: C, 58.09; H, 5.29; N. 11.32 


137 


"0 


u 

CI, 


Ph 

K 

1 XI 


pale brown crystals [trifluoroacetate] 
(EtOH) 

mp,224-224.5°C 
Elemental analysis for 
C21 H21 CIN,S • CFaCOeH ■ 3/2H20 
Calcd.X: C. 51.35; H. 4.68; N. 10.41 
FoundX: C. 51.65; H. 4.32; N, 10.16 
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Exampfe 


R' 


Physical properties 
(Recrystallization solvent) 


138 


n-Bu 


colorless crystals (AcOEt) 
mp.l 30-131 1 

Elemental analysis for C21H27CIN4 
Calcd.%: C. 68.00; H. 7.34; N. 15.10 
FoundX: C, 67.76; H, 7.59; N. 14J6 


139 


X) 


f*nlorlp<H<£ f^fv*«'t'fll^ FtrifliiAmjif^iktal'nlfPtOH) 

mp.139-139.5°C 

Elemental analysis for 

CzsHaCIN," 3/2CF3CO2H " HjO 
Calcd.X: C, 53.29; H, 5.59; N, 9.56 
Found*- C 53 23" H 5 33- N 9 56 


140 


Bn 


pale brown crystals (AcOEt-Hso-Pr20) 

mp^30-234'^ (decomposition) 

Elemental analysis for C24Hz5CIN4-1/4H20 
Calcd.X: C, 70.40; H, 6.28; N. 13.68 
FoundX: G, 70.41; H. 6.27; N, 13.54 


141 




pale yellow crystals [methanesulfonate] 
(MeOH) 

mp.l 96-207*%? Cdecomposition) 

Elemental analysis for 

CjsH^sCIN^ ■ ZCHjSOjH ■ H^O 
Calcd.X: C. 51.71; H, 5.62; N. 8.93 
Found%: G. 51.59; H, 5.42; N. 8.87 
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Example 


R' 


Knysicai properues 
(Recrystaillzation solvent) 






colorless crystals [fuinarate](MeOH) 






inp,224-229''C (decomposition) 


142 


Elemental analysis for 




r\ II /^iilI _ u ii f\ 

oalcd.n: o, d^.o9; n, a.oU; N, iQ.o9 

Found%: G, 62.46; H, 5.51; N, 10.42 






colorless crystals [fumarate](EtOH) 






mp^l 3.5-21 6% (decomposition} 


I'M 


Elemental analysis for 




C2«H25CIN40 ■ C4H4O4 ■ 1 /4H2O 
Calcd.X: C. 62.10; H. 5.49; N. 10.35 
Found%: C. 61.94; H. 5.45; N. 10.30 






colorless crystals [trifluoroacetate] 






(MeOH-iso-PrjO) 






mp^53-257'^ (decomposition) 


144 


I J 


Bementai analysis for 
C24H25CIN4S-CFjC02H- 1/2H20 
Calcd.X: G, 55.76; H. 4.86; N, 10.00 
Found%: C. 55.67; H. 4.59; N. 9.99 






colorless crystals [trifluoroacetaite](EtOH) 




Me 


mp^l 8-225% (decomposition) 






Elemental analysis for 

C24H„CIN40S- CF3CO2H 
Calcd.X: C. 55.07; H. 4.62; N. 9.88 
Founds: 0. 54.91; H, 4.69; N, 8.77 






colorless crystals [trifluoroacetats](MeOH) 






mp^ 70-277°C ( decomposition) 


146 


Elemental analysis for 




Gz4H25CiN402S ■ CFjCOzH 
Galcd.X: C, 53.56; H. 4.48; N, 9.61 
FoundS: 0. 53.51; H. 4.50; N, 9.62 
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Example 




Physical properties 
(Recrystaliization solvent) 


147 


'X) 


coioriess crystals [funiarate](EtOH} 

mp.l 82-1 98°C (decomposition) 

Elemental analysis for C23H22CIFfl4-C4H4O4-H20 

Calcd.%: C. 59.72; H. 5JZ0; N, 10.32 

Found%: C, 59.81; H. 5.07; M. 10.33 


148 


JX 


colorless crystals [fumarate](MeOH-lso-PrOH) 

mp,184-1 87°C (decomposition) 

Elemental analysis for G23H22CIFN4-C4H4O4-H20 

Calcd.X: C, 59.72; H. 5JZ0; N. 10.32 

FoundX: C. 60.00; H. 4.91; N. 10.34 


149 




colorless crystals Efumarate](MeOH) 

mp^04-209% (decomposition) 

Elemental analysis for C2aH22CiFN4-C4H404-H20 

Calcd.%: C, 59.72; H. 5.20; N. 10.32 

Found%: C, 59.53; H, 4.92; N. 10.41 


150 


'A 

F 


colorless crystals [trif1uoroacetate](EtOH) 

mp,2eO-263''C (decomposition) 

Elemental analysis for C23H,9CIF4N4-CF,C02H-H20 

Calcd.X: C. 50.47; H. 3.73; N. 9.42 

Found%: C. 50.33; H. 3.53; N. 9.51 


151 




coioriess crystals [trifluoroacetate](MeOH) 

mp ,259-261 % (decomposition) 

Elemental analysis for C23HigCIF5N4-0Fj0O2H 

Calcd.%: C, 50.48; H, 3.22; N, 9.42 

FoundX: C. 50.28; H, 328; N, 9.46 




68 



EP1 104 764 A1 



Example 


R' 


Physical properties 
(Recrystallization solvent) 


152 




colorless crystals [methanesulfbnate] 

mp.1 95-202% (decomposition} 
Elemental analysis for 
CaHzzCINs- CH3S03H-5/4H20 
Calcd.S: C. 54.11; H, 5.63; N, 13.72 
Found%: C. 54.13; H, 5.45; N, 13.63 


153 




coioncss crysvais LiunistracejvinOwri uxv/ny 

mp.1 81-1 85.5% (decomposition) 

Elemental analysis for 

Gj2H22CINs-C4H404-HjO 
Calcd.%: C, 59.37: H, 5.37; N, 13.31 
Found%: C, 59.37; H. 5.11; N, 13.37 


154 




pale yellow fine needles [trifluoroacetate] 

\cx\jn} 

mp.l 97.5-204% (decomposition) 

Elemental analysis for 

CaHaCINs- CFjCO^H ■ l/AHjO 
Calcd.X: C. 56.47; H. 4.64: N. 13.72 
Founds- C 56 45- H 458- N 13 72 


155 




r 


colorless crystals Ctrifluoroacetate](EtOH) 

mp,250-255% (decomposition) 

Elemental analysis for C2,Hl27GIN4-GF3C02H 
Gaicd.X: C, 64.08; H, 4.86; N, 9.64 
Found%: C, 63.81; H, 4.92; N, 9.63 


156 




^OPh 


mp.1 44.5-1 45.5% 

Elemental analysis for 

CaHzjCIN^O • CFjCOjH ■ 3/2H2O 
Calcd.X: C, 59.66; H, 5.01; N, 8.98 
Found%: C. 59.44; H. 4.71; N, QJM 




69 



EP1 104 764 A1 



Example 




Physical properties 
(Recrystallization solvent) 


157 




Dsip fn"^^n f^rvQtalQrfrifliinmiinAtdatAlf PtOH^ 

mp.174-175t; 

Elemental analysis for 

CmHzzCIFsN* " CFjCOiH ■ 5/4HzO 
Calcd.S: C. 52.44; H. 4.32; N. 9.41 
FoundX: C. 52.54; H, 4.19; N. 9.53 


158 


P 


mlnrl^^<t ^rv^^Al^ ft'ri'flijnrnfir^AtfltpuMeOH^ 

mp,231-241 (decomposition) 

Elemental analysis for 

C2iH2,ClN40 ■ CFjCOzH- 1/2HjO 
Galcd.X: C. 54.82; H. 4.60; N. 11.12 
Found%: C. 54.73; H. 4.42; N. 11.21 


159 


P 


polnrlAiSR prv^sf jikic rtrifliiAmar^otjri'alfFtOi-i) 

mp,256-261 % (decomposition) 

Elemental analysis for 

C2,H2,CIN4S- CF3CO2H ■ I/4H2O 
Calcd.X: C, 53.59; H, 4.40; N, 10.87 
FoundV G. 53.53; H, 4.33; N, 10.90 


160 




vvivi iwoa bi yoLois LUiiiuuiuabcuiU9j\mo\#riy 

mp,270-273% (decomposition) 

Elemental analysis for 

CzoHitCINg-CFaCOzH- I/2H2O 
Caicd.%: C. 52.44; H. 4.60; N. 16.68 
Found%: C. 52.15; H. 4.74; N. 16.95 


161 




pale brown crystals [tn'fluoroacstate] 

(EtOH-EtjO) 

mp.203-203.5% 

Elemental analysis for CjoHjoCINsS'CFaCOzH 
Calcd.X: C, 51. SI; H. 4.13; N, 13.68 
FoundS: G. 51.48; H, 4.22; N, 13.52 
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Example 


R' 


Physical properties 
(Recrystallization solvent) 


162 


X 


r 


pale yellow crystals [hydrochloride](iso-PrOH) 

mp^45-249'^ (decomposition} 

Elemental analysis for C24H2sFN4'2HCI-3/4H20 
Calcd.S: C. 60.70; H, 6.05; N, 11.80 
Found*: C, 60.81; H, 5.93; N. 11.72 


163 


F 


coloriess crystals [hydrochloride](EtOH) 
NMR spectrum 8 

(DMS0-de)ppm:1 .30-1 .40(2H,m).1 55-1 .70(1 H.m).1 .70 

-1.80(4H,m),2.65-2.80(2H,m),3.10-3.25(2H.m),3.17(3H 
.s).4.73(2H.U=7.5Hz).7.97(1 H.t,J=7.5Hz),8.04(1 H,t.J= 
7.5H2).8.55-8.65(2H^).8.84(1 HJ)r«),9.06(1 H.brs) 


164 




pale brown crystals (AcOEt) 

mp.178-177.5lC 

Elemental analysis for C23H2SN5 
Calcd.X: C, 74.36; H. 5.78; N, 18.85 
Found%: C. 74.09; H, 6 JO; N. 18.69 


165 




r 


coloriess crystals [hydrochloride] 

(MeOH-iso-PrOH) 

mp>300°C 

Elemental analysis for C29H2sF,N4-2HCl- 1/2^1,0 
Calcd.X: C. 57.70; H, 5.42; N. 10.77 
FoundX: C. 57.72; H. 5.12; N. 10.79 


166 


0^ 




pale yellow crystals (iso-PrOH) 
mp,166-167°C 

Elemental analysis for 022^24^40- HjO 
Galcd.X: C. 69.82; H. 6.92; N. 14.80 
FoundX: C, 69.53; H, 6.97; N. 14.59 
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Example 


R' 


Physical properties 
(Recrystallization solvent) 


167 




colorless crystals [hydrochloride] 
(EtOH) 

mp,218-219'X; 

Elemental analysis for C2iH24Ng'3HCI 
Calcd.%: C. 53.68; H. 5.79; N. 17.89 
Founds: G. 53.63; H. 6.01; N, 17.89 


168 


P 


pale yellow crystals [hydrochloride] 
(MeOH) 

mp .293-298'%^ (decomposition) 

Elemental analysis for 

CziHaNsS-ZHCI-HzO 
Galcd.X: C, 53.84; H. 5.81; N. 14.95 
FoundX: G. 53.59; H. 5.71; N. 14.82 


169 


P 


pale yellow crystals [hydrochloride] 

(EtOH) 

mp,196-199°C 

Elemental analysis for 

C22He4N4S-2HOI-3H20 
Calcd.%: 0. 52.48; H, 6.41; N, 11.13 
FoundX: C, 52.44; H, 6.68; N, 11.13 


170 


P 

/ Me 


pale yellow crystals [trifluoroacetate] 
(EtOH) 

mp,228-229t; 

Elemental analysis for 

C23H28N4S • 3/2CF3CO2H ■ 1 /2HiO 
Galcd.X: G. 54.73; H. 5.03; N. 9.82 
FoundX: C. 54.46; H, 4.91; N, 10.00 


171 


Me 


pale yellow crystals [hydrochloride] 
(EtOH) 

mp^jH €.11 vr \aecoiiipvsruony 

Elemental analysis for 

C3BHa,N4S ■ 2HCI ■ 5/4HiO 
Oalcd.X: 0. 56.84: H. 6.33; N, 11ii3 
FoundX: C. 56.79; H. 6.11; N, 11.51 




72 



EP1 104 764 A1 



Example 






Physical properties 


(Recrystaflization solvent) 








coloriess crystals [trifluoroacetate] 
















mo 189-190% 


172 


/ Me 


CI 


Elemental analysis for 

Caled.X: C, 51.59; H, 4.24; N, 9.63 
FoundX: C, 51.54; H. 4.29; N, 9.65 








colorless crystals [trifluoroacetate] 




Me 

1 




mn 194^195% 


173 


P 


CI 


Elements! Analysis for 

C22H2SOIN4S ■ 5/4GF3C02H 
Calod.S: C, 53.16; H, 4.42; N, 10.12 
Founds: C, 53.18; H, 4.39; N, 10.39 








pale brown crystals [hydrochloride] 












r 




mD.245 5-246 5% 


174 


Me 


Cj2H25N5-2HCI-3/2HjO 
Calcd.X: C, 57.52; H, 6.58; N, 15.24 
Found%: 0. 57.65: H. 6.33; N. 15.23 








pals brown crystals [hydrochloride] 








\iziLV/n/ 








mD.224-225°C 


175 


MeQ 

r 


Me 


Elemen'tal andlysis for 

C««li»Ni. - 2HCI - 5/2K.O 
CalcdX-C 56 21- H 6 97- N 14.25 
Found*: C, 55.95; H, 6.70; N, 14.23 








colorless prisms[trifluoroacetate] 








(EtOH-lso-Pr.Ol 








mp,189.5-192.5lC 


176 


H 




Eemental analysis for 






C23H23FN40-CFjC02H 
Calcd.X: C. 59.52; H. 4.80; N, 11.11 
Found%: C. 59.41; H. 4.89; N. 11.16 
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Example 




Physical properties 
(Recrystallization solvent) 


177 


OPh 


colorless crystals [trifiuoroacetate] 
(EtOH) 

mp^14.5-215.5tJ 
Bemental analysis for 
CmHj8N40 ■ CF3CO2H ■ 1 /2H2O 
Calcd.%: C, 65.14; H, 5.29; N. 9.80 
FoundX: C. 65.40; H. 5.07; N, 9.85 


178 


NHPh 


colorless crystals (MeOH-iso-PrOH) 
mp,191-194t; 

Elemental analysis for C2gH2gN5 
Calcd.*: C, 77.82; H, 6.53; N, 15.65 
Found%: C. 77.76; H. 6.59; N. 15.56 


179 


NHMe 


pale yellow crystals [hydrochloride] 

(iso-PrOH) 

mp^09-210t 

Bemental analysis for 

C24H27N5-2HCI-7/4H20 
Caled.X: C. 58.83; H, 6.69; N, 14.29 
Found»: C, 58.88; H, 6.51; N, 14.13 


180 


NMez 


colorless crystals [hydrochloride] 
(MeOH) 

mp^05-206.5't; 

Elemental analysis for 

C2sH29N$-2HCI-5/2HzO 
Calcd.X: C. 58.02; H, 7.01; N, 13.53 
FoundX: C, 58.01; H, 7.02; N, 13.50 


181 


H 


colorless crystals [hydrochloride] 

(EtOH) 

mp,210-212°C 

Elemental analysis for 

C2.H2sN5-2HCI-HtO 
Calcd.»: C. 62.15; H. 6.62; N. 13.94 
FoundX: C, 61.99; H. 6.44; N. 13.85 
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Example 




Physical properties 
(Recrystallization solvent) 






colorless crystals [hydrochloride] 






(iso-PrOH) 






mpi4+-245'1C 


182 


NHBn 


Elemental analysis for 

C,oH«N5-2HCl-3/4H20 
Calcd.X: C, 65.75; H. 6.35; N, 12.78 
Founds: C. 65.81: H. 6.13; N. 12.68 






pale yellow crystals [hydrochloride] 






(EtOH) 






inp,190-193t; 


183 


Elemental analysis for 




C2,H3„N8-3HCI-2H20 
Calcd.%: C, 57J>9; H. 8.13; N. 13.82 
FoundX: C, 57.46; H, 5.98; N, 13.77 






pale yellow crystals [hydrochioride] 






(EtOH) 






mp,231.5-232'fe 


184 


Elemental analysis for 




CmH34N8-3HCI-3/4H20 
Calcd.X: C, 58.23; H, 6.72; N, 14.55 
Found*: C, 58.12; H, 6.93; N, 14.48 






colorless needles [hydrochloride] 






(EtOH) 




I J 


mp,187-189t 


185 


Elemental analysis for 

G»H33N5-2HCI-3/4H20 
Oalcd.X: C. 63.93; H. 6.99; N, 13.31 
FoundX: C, 64.05; H. 6.93; N, 13.32 






colorless crystals [hydrochloride] 






(EtOH-iso-PrOH) 


186 




mp.194-195'X; 
Elemental analysis for 




Cj57H„N50-2HCI-3/2H20 
CalcdJl: C. 59.89; H. 6.70; N. 12.93 
FoundX: C, 59.72; H. 6.64; N. 12.85 



Example 1 87 

1 -[2-(N-n-Butyl-4-pipericlyl)ethyl]-4-chloro-1 H-imiclazo[4,5-c]quinoline hydrochloride 

[0119] To a suspension of 1 .20 g of 4-chloro-1-[2-(4-piperldyl)ethyl]-1 H-imidazo-[4,5-c]qulnollnetrifluoroacetateand 
0.77 g of potassium carbonate in 6 ml of N,N-dimethylformamide, 0.30 ml of n-butyl bromide was added dropwise at 

room temperature, and the mixture was stirred for 5 hours. The reaction mixture was adjusted to pH 10 with 10% 
aqueous sodium hydroxide solution, and extracted with ethyl acetate. The extract was washed successively with water 
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and saturated brine, and dried, and then the solvent was evaporated to give 0.92 g of a pale brown liquid. The resulting 
liquid was dissolved in tetrahydrofuran. The solution was filtered on silica gel, and the filtrate was concentrated to give 
0.87 g of a colorless solid. Hydrochloride was prepared in a conventional method. Recrystallization from a mixture of 
methanol and ethyl acetate gave colorless crystals having the melting point of from 144 to 158°C. 

5 



Elemental analysis for C21H27CIN4 • 2HCI • I/2H2O 


Calculated % 
Found % 


C, 55.70; 
C, 55.80; 


H, 6.68; 
H, 6.65; 


N, 12.37 
N, 12.44 



10 

Example 188 

1-[2-(N-Acetyl-4-piperidyl)ethyl]-4-chloro-1 H-imidazo[4,5-c]quinoline 

15 [0120] To a solution of 0.60 g of 4-chloro-1 -[2-(4-pip6ridyl)ethyl]-1 H-imidazo-[4,5-c]quinoline trifluoroacetate in 4 ml 
of pyridine, 2 ml of acetic anhydride was added, and the mixture was stirred at room temperature for 1 hour. After the 
reaction, the solvent was evaporated. The residue was added with isopropanol and diisopropyl ether, and the precip- 
itated crystals were collected by filtration, and washed with diisopropyl ether to give 0.45 g of colorless crystals. Re- 
crystallization from a mixture of methylene chloride and diisopropyl ether gave colorless crystals having the melting 

20 point of from 1 83 to 1 86.5''C. 





Elemental analysis for C19H21CIN4O 




Calculated % 


C, 63.95; 


H, 5.93; 


N, 15.70 


25 


Found % 


C, 63.81; 


H, 5.87; 


N, 15.61 



[0121] in accorcance with the methods of Examples 187 and 188, the compounds of Examples 189 through 194 
were obtained. 



35 




40 



45 



50 



55 
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Example 




B 




m 


Physical properties 






(Recrystailization solvent) 












colorless crystals (iso-PrOH) 








MeN T 




mp.l 67-1 est 


189 


Ph 


H 


2 


Elemental analysis for C24H2sCIN4 
Calcd.X: C. 71.19; H. 6.22; N. 13.84 
FoundX: C, 71.00; H, 6.18; N, 13.56 












colorless crystals [hydrochloride] 












(EtOH) 












mp^35-246% (decomposition) 


190 


H 


• CI 


2 


Elemental analysis for 

C2«H2«Cl2N4-HCl-1/4H20 
Caicd.X: G. 60.01; H, 5.35; N, 1 1.66 
FoundX: G, 60.01; H. 5.62; N, 11.67 












colorless crystals Diydrochloride] 












(EtOH) 












mp,248-257°C (decomposition) 


191 


H 


H 


1 


Elemental analysis for 

C23H2sCIN4-HCI"1/4H20 
Galcd.X: G, 63.96; H. 5.72; N, 12.97 
FoundX: C, 63.98; H. 5.80; N. 12.93 












colorless crystals (CH2Cl2-iso-Pr20) 












mp,154.5-160t 


192 


Ph 


H 




2 


Elemental analysis for 

C25HkCIN40-1/8HjO 
Calcd.X: C, 69.00; H. 5.85; N. 12.87 
FoundX: C, 68.78; H. 5.78; N. 12.71 
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Example 


d3 
rt 


IY1 


Physical properties 
(Recrystallization solvent) 


5 








colorless crystals [hydrochloride] 
(MeOH-iso-PrjO) 




193 


L 1 


1 


iiip,269-280t: (decomposition) 
Elementid analysis for 


10 








C23H2*N4-2HCl-3/4HzO 
Calcd.X: C, 62.37; H, 6.26; N, 12.65 
Found%: G. 62.36; H, 6.45, N. 12.60 










coloriess crystals [hydrochloride] 


15 








(MeOH-iso-PrjO) 




194 




2 


mp,150-156t (decomposition) 
Elemental analysis for 
C24H2,N4-2HCI-1/2HiO 


20 








Calcd.X: C, 63.71; H, 6.46; N, 12.38 
Found«: C. 63.90; H, 6.68; N. 12.11 



Example 1 95 

25 

4-Chloro-1-[2-[N-(4-fluorophenylsulfonyl)-4-piperidyl]ethyl]-1H-imidazo-[4,5-c]quinoline 

[0122] To a suspension of 0.50 g of 4-chloro-1 -[2-(4-piperidyl)ethyl]-1 H-imidazo-[4,5-c]quinoline trifluoroacetate and 
0.32 g of potassium carbonate in 2 ml of N,N-dimethylformamlde, a solution of 0.23 g of p-fluorobenzenesulfonyl chlo- 
30 ride in 3 ml of N,N-dimethylfomriamide was added dropwise at room temperature, and the mixture was stirred for 5 
hours. The reaclion mixlure was adjusted to pH 10 wllh 1 0% aqueous sodium hydroxide solution, and extracted with 
ethyl acetate. The extract was washed successively with water and saturated brine, and dried, and then the solvent 
was evaporated to give 0.35 g of a colorless solid. Recrystallization from a mixture of methanol, ethanol and water 
gave colorless crystals having the melting point of from 1 75 to 1 7B.5°C. 

35 



Elemental analysis for C23H2pCiFN^02S 


Calculated % 
Found % 


58.41 
C, 58.43; 


H, 4,69; 
H, 4.52; 


N, 11,85 
N, 11.88 



40 

Example 196 

1-[2-(N-iVlethanesulfonyl-4-plperidyl)ethyl]-4-phenoxy-1H-lmldazo[4,5-c]-quinoline 

45 [0123] To a solution of 1 ,00 g of 4-phenoxy-1 -[2-(4-plperidyl)ethyl]-1H-lmldazo-[4,5-c]qulnollne trifluoroacetate and 
0.57 ml of triethylamine In 10 mi of methylene chloride, 0.16 mi of methanesulfonyl chloride was added dropwise at 
room temperature, and the mixture was stirred for 1 .5 hours. The reaction mixture was added with water, and extracted 
with methylene chloride. The extract was washed with water, and dried, and then the solvent was evaporated to give 
a colorless liquid. The resulting coiorless liquid was solidified with ethyl acetate, and the solid was washed with diethyl 

50 ether to give 0,80 g of colorless crystals. Recrystallization from a mixture of methylene chloride and ethyl acetate gave 
coloriess crystals having the melting point of from 1 73.5 to 1 76"C. 



Elemental analysis for C24H26N4O3S 


Calculated % 
Found % 


C, 63.98; 
C, 64.01; 


H, 5.82; 
H, 5.96; 


N, 12.44 
N, 12.28 



[01 24] In accordance with the method of Example 1 96, the compounds of Examples 1 97 through 1 99 were obtained. 
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5 




10 





Example 


RA 


Physical properties (Recrystalllzatlon solvent) 


15 


197 


Ts 


colorless crystals (AcOEt-iso-Pr20) 

mp,201,5-202''C 

Elemsntal analysis for C3QH3QN4O3S 
Calcd,%: C, 68.42; 5.74; N, 10.64 
Found%; C, 68.46; 5.83; N, 10.53 


20 


198 


EtOjC 


colorless crystals (AcOEt-iso-Pr20) 
mp,132-133<'C 

Elemental analysis for C26H2aN403 
Calcd.%: C, 70.25; H, 6.35; N, 12.60 
Found%: C, 70.13; H, 6.34; N, 12.50 


25 
30 


199 


BnOgC 


yellow liquid 

NMR spectrum 6 (CDCIajppm: 

1 .31 (2H,brs),1 .50-1 .70(1 H,m),1 .78(2H,brs),2.00(2H,q,J= 7.5Hz),2.81 (2H,brs),4.23(2H, 

brs),4.63(2H,t,J=7,5Hz),5.1 3(2H,s), 7.25(1 H,tJ=7Hz),7.30-7.40(5H,m),7.39(2H,d,J= 7Hz), 
7.44(2H,t,J=7Hz),7.50(1H;td,J=8.5,1Hz),7.57(1H,tdJ=8.5,1Hz),7.90(1H,dd,J=8,5,1Hz), 
7.94(1 H,S),8.04(1 H, dd,J=8.5,1 Hz) 
IR spectrum V (liq.) cm-i:1698 
l\^ass spectrum m/z:506(i\^+) 



Example 200 

35 

4-[2 -(4-Amino-1 H-imidazo [4,5-c]quinolin-1 -yl)ethyl]-N-methyl-1 -piperidine-carbothioamide 



[0125] A suspension of 0.50 g of 4-amino-1-[2-(4-piperidyl)ethyl]-1H-imidazo[4,5-c]-quinoline and 0.37 g of methyl- 
isothiocyanate in 10 ml of methylene chloride was stirred at room temperature for 1 hour, and then the precipitated 
crystals were collected by filtration to give 0.56 g of colorless crystals. Recrystalllzatlon from a mixture of methylene 
chloride and methanol gave colorless crystals having the melting point of from 21 6 to 21 8<'C. 





Elemental analysis for CigH24N6S • I/2H2O 




Calculated % 


C, 60.45; 


H, 6.67; 


N, 22.26 


45 


Found % 


C, 60.79; 


H, 6.66; 


N, 21.97 



[0126] In accordance with the method of Example 200, the compound of Example 201 was obtained. 
Example 201 

4-[2-(4-Chloro-2-phenyl-1H-imidazo[4,5-c]quinolin-1-yl)ethyl]-N-methyl-1-piperidinecarbothioamide 
[0127] 

Appearance: colorless crystals 
Recrystalllzatlon solvent: methanol 
mp: 215-220''C (decomposition) 
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Elemental analysis for C25H26CIN5S 


Calculated % 
Found % 


C, 64.71; 
C, 64.80; 


H, 5.65; 
H, 5.62; 


N, 15.09 
N, 14.96 



Example 202 

1 -[2 -(1 -Amidino-4-plperldyl)ethyl]-4-chloro-2-phenyl-1 H-imidazo[4,5-c]-quinoline hydrochloride 

[0128] A solution of 0.75 g of 4-chloro-2-phenyl-1-[2-(4-piperidyl)ethyl]-1H-imidazo-[4,5-c]qumoline, 0.40 g of 1H- 
pyrazole-1-carboxyamldlne hydrochloride and 0.39 ml of triethylamine in 5 ml of N,N-dlmethylformamlde was stirred 
at room temperature for 1 9 hours. The reaction solution was concentrated and the residue was added with ethanol, 
and then the precipitated crystals were collected by filtration to give 0.51 g of colorless crystals. Recrystallization from 
ethanol gave colorless crystals having the melting point of from 270 to 273''C (decomposition). 



Elemental analysis for C24H25CIN6 • HCI • I/2H2O 


Calculated % 
Found % 


C, 60.25; 
C, 60.47; 


H, 5.69; 
H,5.61; 


N, 17.57 
N, 17.36 



[0129] As an example of the excellent effects of the compounds according to the present invention, experimental 
results of inhibitory actions against production of TNF- a and IL-1 p in human cells will be shown below. 

1 . Preparation of blood cells for culture 

[0130] About 50 mL of whole blood was collected from adult healthy volunteers by venepuncture into a plastic tube 
which containing 170 nL of Novo-heparin 1000 (Novo-Nordlsl< A/S). Then, PBMCs (Peripheral Blood IVIononuclear 
Cells) were prepared using a cell separation tube, LeucoPREP™ (Becton Dickinson), and cultured with RPMi-1640 
medium (Nissui Pharmaceutical Co.) containing 2 mM L -glutamine (Life Technologies), 2.5 U/ml penicillln-2.5 |xg/mL 
streptomycin solution (Life Technologies) supplemented with 1 0% fetal calf serum (Intergen Company) at 1 x1 0^ cells/ 
mL. 

2. Preparation of test compounds 

[0131] Test compounds were dissolved In distilled ultra-pure water, dimethyl sulfoxide, or 0.1 N hydrochloric acid at 
20 ^.M, and then sequentially diluted with saline and used. The compounds were examined at concentrations ranging 
from 10-10 IVI to 10-5 M. 

3. Treatment of cells with medicaments 

[0132] 10 |iLof 1 ng/mL llpopoiysaccharide (LPS) was added to a 96-well (flat bottom) plate for cell culture, MIcroTest 
ill tissue culture plate (Becton Dickinson), containing 1 BO ^L of the PBMCs In the aforementioned medium. After 
30 minutes, 1 0 |xL of the solution of the test compound or the solvent was further added to each well, and the plate 
was covered with a plastic lid and Incubated at 37°C for 1 6 hours In an atmosphere of 5% CO2. 

4. Determination of human TNF-a and human IL-ip 

[01 33] An enzyme immunoassay by the sandwich method was performed to determine the human TNF- a and h uman 
IL-lp In the culture supernatant. The anti-cytokine antibody (the first-antlbody) was diluted and placed in a 96-well 
microtiter plates for coating. After the wells were washed, the culture supernatant was appropriately diluted, and then 
added to each well and incubated. Then the second-antibody against cytokine and the third-antlbody against the sec- 
ond-antibody were successively added while applying washing processes between the operations. After the final wash- 
ing process, a tetramethylbenzldlne solution (DAKO) was added to each well to start the coloring reaction. The coloring 
reaction was quenched with 1 N sulfuric acid, and then the absorbance at 450 nm of each well was measured by a 
microplate reader, M-Vmax™ (Molecular Devices). The concentrations of the cytokines were determined by quantifi- 
cation software, Softmax''^" (Molecular Devices), in comparison with the calibration curves obtained by using the re- 
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combinant cytokines as the standards. For determination of human TNF-a, monoclonal anti-human TNF-a (ENDOG- 
EN), polyclonal rabbit anti-human TNF-a (Pharma Biotechnologie Hannover), peroxidase conjugated donkey anti- 
rabbit IgG (Jackson ImmunoRes. Labs.), and recombinant human TNF-a (INTERGEN Company) were used for the 
first-, second- and third-antibodys and the standard forthe calibration curve, respectively. For detennination of human 
5 IL-1p, monoclonal anti-human IL-1|3 (Cistron), polyclonal sheep anti-human IL-1|3 (Biogenesis), HRP conjugated don- 
key anti-goat IgG (Chemicon International), and recombinant human IL-1p (R&D Systems) were used for the first-, 
second- and third-antlbodys and the standard for the calibration curve, respectively. 

[0134] In both cases for TNF- a and IL-1 p, the activities of each test compound are shown as percentages (%) of 
the amount of the cytokine Induced by treatment with LPS together with the test compound against the amount of the 

10 cytokine induced by treatment solely with LPS 
[0135] Results are shown in tables 1 and 2. 



Table 1 : 



Inhibitory action against TNF- a production in human cells 


Compounds 


Administered concentration (|i,mol/L) 


0.001 


0.01 


0.10 


1.0 


10 


Example 89 


91 


86 


90 


84 


17 


Example 110 


80 


77 


26 


1 


0 


Example 113 


68 


81 


86 


69 


29 


Example 1 1 7 


117 


77 


71 


24 


0 


Example 118 


79 


91 


88 


51 


3 


Example 121 


81 


91 


49 


0 


0 



Table 2: 



Inhibitory action against IL-1 |3 production in human cells 


Compounds 


Administered concentration (timol/L) 


0.001 


0.01 


0.10 


1.0 


10 


Example 89 


112 


102 


96 


63 


0 


Example 110 


119 


105 


85 


64 


14 


Example 113 


104 


109 


116 


96 


30 


Example 117 


119 


106 


111 


72 


8 


Example 118 


96 


106 


102 


59 


0 


Example 121 


102 


108 


87 


24 


0 



[0136] These results clearly indicate that the compounds of the present Invention have excellent inhibitory actions 
45 against production of TNF and IL-1 . 

Industrial Applicability 

[0137] The compounds of the present invention have excellent inhibitory actions against production of TNF or IL-1 
50 and are extreamely useful as preventive or therapeutic agents of diseases mediated by these cytokines. 



Claims 

55 1 . A 1 H-imidazopyridlne derivative represented by the following general formula or a salt thereof: 
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wherein R'' represents hydrogen atom, hydroxy! group, an alkyi group which may have one or more substituents, 
a cycloalltyl group which may be substituted, a styryi group which may be substituted, or an aryl group which may 
have one or more substitutents; R2 represents hydrogen atom, an alkyI group, a halogen atom, hydroxyl group, 
an amino group which may have one or two substituents, a cyclic amino group which may be substituted, or a 
phenoxy group which may be substituted; ring A represents a homocyclic or a heterocyclic ring which may be 
substituted with one or more alkyI groups, alkoxyl groups, or halogen atoms; represents a saturated nitrogen- 
containing heterocyclic group which may be substituted; and m represents an integer of from 0 to 3; provided when 
R3 represents unsubstituted piperidino group, at least one of R^ and R2 is not hydrogen atom. 

A 1 H-imidazopyridine derivative represented by the following general fonnuia or a salt thereof: 




wherein R"! represents hydrogen atom, hydroxyl group, an alkyI group which may have one or more substituents, 
a cycloalkyi group which may be substituted, a styryi group which may be substituted, or an aryl group which may 
have one or more substitutents; R^ represents hydrogen atom, an alky! group, a halogen atom, hydroxyl group, 
an amino group which may have one or two substituents, a cyclic amino group which may be substituted, or a 
phenoxy group which may be substituted; ring A represents a homocyclic or heterocyclic ring which may be sub- 
stituted with one or more alkyI groups, alkoxyl groups, or halogen atoms; m represents an integer of from 0 to 3; 
R^ represents hydrogen atom, an alkyI group, benzyl group, triphenylmethyl group, an alkanoyi group which may 
be substituted, an alkoxycarbonyl group, benzyloxycarbonyl group, a thiocarbamoyi group which may be substi- 
tuted, an alkanesulfonyl group, a benzenesulfonyl group which may be substituted, or amidino group; Y represents 
methylene group, oxygen atom, sulfur atom, nitrogen atom, a group represented by NH, or a single bond; and n 
represents an integer of from 0 to 2. 

The compound or the salt thereof according to claim 1 or claim 2, wherein the ring A is benzene ring orthiophene 
ring. 

A medicament which comprises as an active Ingredient the 1 H-imidazopyrldlne derivative or a pharmacologically 
acceptable salt thereof according to claim 1 or claim 2. 

The medicament according to claim 4 which is used for preventive or therapeutic treatment of a disease in which 
a cytokine is mediated. 
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